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an x-ray examination of the esophagus with barium 
m̃ay demonstrate some disease of the esophagus that 
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were performed for tumor cells, and 
1 was reported as showing ical cells. 
Two months after the initial discovery of the lesion 
ploratory revealed the right middle and 


The accumula- 
tion of amounts of secretions in the bronchial system, 
requiring frequent intratracheal 
aspirations, It was d that these had accumulated 
and spilled emergency 


This patient, with a preoperative presumptive diag- 
nosis of lung tumor, was known to have a Zenker di- 


cc. of thick, white sputum daily. 
Two before the final 
in and weight loss, he was 


— — 
. be solid and firm. They had the feel- 
trachea. The cases of advanced pulmonary lesions re- * 
ported below emphasize the importance of an esoph- lobar fissures were of the same consistence. One subenitted 
ageal examination since a Zenker diverticulum was ſor frozen section showed only evidence of chronic inflam- 
easily demonstrated in each. Suppurative and lipoid 
pneumonia resulted from spillage of material from the 
high esophageal diverticulum into the trachea. In Case 
an emergency closure of the diverticulum during 
convalescence from a lobectomy was necessary. The 
other patient (Case 2) died from a fulminating sup- ‘version incision sac 
purative (lipoid) pneumonia, and though he had been of the lung showed gray-tan 
studied for five years, the importance of a large Zenker areas of consolidation, primarily in the dependent portions 
diverticulum was not recognized until a few days be- of the lobe, measuring up to 4.5 cm. The bronchi in the 
fore death middle lobe were not remarkable, but those in the lower 
1 3 , lobe were thickened and dilated, with cross-striations. The 
Both cases illustrate the importance of correction cytologic diagnosis was lipoid pneumonia. 
of a high esophageal diverticulum rather than any 
direct attack on the pulmonary lesion. In addition 
lobectomy in the presence of a Zenker diverticulum 
in both cases was greatly hampered by large amounts e am Scare the resection. im e was 
of secretion that continued spilling into the trachea not recognized. During convalescence from the lo- 
during operation. The spilled fluid was a definite bectomy while she was inactive in bed, the secretions 
handicap to the anesthetist. from the diverticulum were embarrassing and caused 
difficulty in breathing and coughing. An emergency 
Case Reports second and later a third operation, while she was re- 
ee i cuperating from the lobectomy, were necessary to give 
322 — © right ung, Cass 2. A 52-year-old man had had ith puru- 
She — any pulmonary or 228 and produced — ſor many year. Five tes 
(Zenker) was discovered (Fig, . he had a frank pneumonia of the left upper lobe 
4 — 412 — 18. (Fig. 3). At that time had an increase in cough, a 
‘ty of the ‘al tree. revealin temperature between 99 and 100.5 F., profuse sweating, 
2 — bronchial some r normal white-cell count (8300 tc 
5000). inati of the sputum revealed a mixed 
— 
: - chemotherapy, but the lesion cleared en en 
— th teal beet modes the the patient was discharged. However, the cough and fever 
— ‘on of cervical — had disappeared. The discharge diagnosis was atypical 
base of the pneumonia. When he returned to work, the cough reap- 
_ of the sputum for tubercle bacilli were negative. Many mistion he had a 2 ad attack of preumonia in the left ‘upper 
— talized Examinations 
“+ tor tubercle becilll were negative. He raised 60 
tal: use increase 
Hopemont, West Virginia. —— admitted for resection 
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PULMONARY DISEASE — HAWES AND WALKER 


below the larynx. 
" diameter. Its wall was 3 
the gas- 


tract. 
examination of the left lung showed 
small abscesses and alveoli aiveoi filed 


A large Zenker diverticulum was not recognized as 
the cause of the patient’s pulmonary disease until it 
purative 


nation to the left side, but it was found that he slept 
on this side, and his secretions therefore flowed into 


Ficure 3. Soft, Patchy in the Upper Lobe 
in Case 1 (March, 1948). 


that side when he was asleep. On post-mortem ex- 
amination, however, pinpoint abscesses were also 
found in the opposite lung. 

Lipoid and suppurative pneumonia arising from the 
ingestion of oils such as mineral oil and cream is well 
known in both children and adults. The pulmonary 
lesions may be single, resembling lung tumor, or may 


smaller group of cases of lipoid pneumonia result from 
lesions in the These include achalasia or 
cardiospasm, Zenker’s diverticulum, other esophageal 
diverticula,’ benign or malignant strictures of the 

and traumatic perforating or malignant le- 
sions, In this group the disease is the pri- 
mary factor, and no cure can be accomplished by 


It measured medical therapy or surgical resection of the pulmo- 


nary disease. Of all these causes Zenker’s diverticulum 


Ficure 4. Extensive Cavitating Pneumonia throughout the 
Remaining Left Lower Lobe in n 2 Half Years 
after the Initial Attack (Fig. 


is amenable to complete surgical removal; Lahey and 
Warren“ recently reviewed their success in 250 cases. 


te 4 


Film, Showing the 7-Cm., 
ed Zenker Diverticulum. 


Ficure 5. Anteroposterior S 
Barium-Filled, Centrally 


iration from Zenker’s diverticulum usually oc- 
curs when the patient is recumbent.‘ Often, the pa- 
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lying posteriorly and just 
— 
mm. thick. No other div 
trointestinal 
Microscop 
areas of fi 
with exudat Ci. 
cytes and occasional foreign-body giant cells. In the right a a 
lung the exudate was similar, and several small patchy areas 
of atelectasis and emphysema were present. ce ‘ 
section, followed in two years by the same destructive | | , a 
suppurative pneumonia throughout the remaining 
lower lobe. The disease was localized on x-ray exami- - 
“ 
2% 
$ 
4 
4 
| 
muitipie and a e ° ey are often chronic 3 
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tient is awakened by flooding of liquid material into 
his throat; he coughs and chokes with it. Some of the 
material descends through the trachea into the lungs. 
The insult to the lung tissue is repeated many times, 
and areas of pneumonitis develop from plugging of 
minor bronchi and reaction to the foreign material. 


The presence of a Zenker diverticulum, as in Case 
1, is a hazard to any patient who must be given an 
anesthetic by mouth. The collection and spillage of 
secretions during anesthesia will make repeated aspi- 
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area; both died with bilateral lower-lobe pneumonia 
in spite of operation. 

One of us (L.E.H.) had a patient who had had 
a hemithyroidectomy performed to remove a mass in 
the anterior portion of the lower neck lateral to the 
trachea. He was discharged but shortly afterward re- 
turned to his doctor complaining of recurrence of the 
mass, For the first time a barium-swallow examina- 
tion was performed, and a Zenker diverticulum was 


form by weakening the soft tissues around the cervical 
esophagus? 


ConcLUSIONS 


Before any operation on a pulmonary lesion of un- 
i the absence of primary esophageal 

must be ascertained by i 

barium. A primary mali 

out perforation i 

be associated with severe chronic and recurrent pul- 
disease. 


monary 
Zenker’s diverticulum not only may lead to lipoid 
pneumonia with bronchiectasis and suppurative pneu- 
monia but also is a definite hazard during inhalation 

anesthesia and to any bed-ridden, inactive patient. 
removal of a Zenker diverticulum 


known 
disease 


212 

The resulting lung disease (as in Case 2) may have 

periods of superimposed infection or pneumonia when 

aerobic and anaerobic, virulent organisms infect the 

area of disease. found. The palpable mass disappeared when the di- 
verticulum was removed. In Case 1 the relation of 
the diverticulum to the thyroidectomy twenty-five 
years previously is interesting. Does a thyroidectomy 
increase the tendency for a Zenker diverticulum to 

rations necessary throughout the operation. In 

ances, 

tions can be annoying, for a clean, dry trachea is 

necessary for a considerable length of time. S 

Discussion 
A Zenker diverticulum is a hazard to patients 

confined to bed during convalescence from surgery 

or from any disease. Such patients are less able 

to cope with the regurgitation of fluid into the throat 

when unconscious or asleep, and severe paroxysms 

of coughing and choking may ensue. In Case 1 

convalescence from lobectomy could not be accom- 

plished until two operations for inversion and re- 

moval of a diverticulum had been carried out; it 

was believed incorrectly that a small diverticulum — 

not over 3 cm. in diameter — was probably only of 

academic interest. nay — 

The couse of the Zenker bb 

i by severe coughing and choking from 

ieved to be protrusion of the esophageal mucosa the material spilling from the sac. 

through a weak point in the esophageal wall pos- 

teriorly just below the pharyngeal esophageal open- — 

ing.“ A sac protrudes into the soft tissues posteriorly, 

usually at the level of the third and fourth cervical I. Rove, T. T. Pharyngeal diverticulum: report of diverticulum 

segments, and as it enlarges the sac must seek more 

room by turning laterally into the soft tissues. Ihe — Reo Taber, 

sac is now just above or behind the thyroid gland. The * Sn. Fd. Ni Esophageal diverticula. Surg., 

patient may recognize the mass in the neck and real- * Lahey, its management. 

izes that it enlarges with swallowing and can be re- Johnstone, A. S. Symposium: jSiygrticula, of alimentary tract: di- 

duced manually. Brintnall and Kridelbaugh* de- w. 

scribed 2 infants with congenital diverticula in this N. atresia of esophagus. Ann. 
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cal state. The patient died a few hours later. The 
fatal poisonings in the United States! due to solids 


dosages in fatal cases are frequently open to 
on grounds of unreliable history, 

age, renal excretion and metabolism. The distribu- 
tion of drug in the body and extent of plasma - protein 
binding have been studied to some extent“ but are 
not yet well defined. 

On a clinical level the greatest deficiency has been 
the absence of a specific method of treatment. Just as 
with any exogenous poison, treatment must be able 
to neutralize the toxin or remove it at a significantly 
greater rate than normal body processes. The possi- 
bility of removal of salicylates at such a rate is now 
an established reality. As early as 1913 Abel, Rowntree 
and Turner demonstrated the dialysis of salicylate 
from the blood of animals with the use of celloidin 
tubes. The first attempt at dialysis in human beings 
was that of Doolan et al.“ in 1951. These investi- 
gators, using a modified Kolff artificial kidney, 14 
dialyzed a man who was comatose with a 
blood salicylate level of 55 mg. per 100 cc. The pro- 
cedure was terminated because of technical difficulties 
at the end of an hour, during which 1.3 gm. of sali- 
cylate was removed without much change in the clini- 
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Case 1. Salicylate levels on serum, urine and dialysis 
bath were determined by the method of Keller, 
which measures both free and conjugated salicylates. 
In our hands this method yields recoveries of 101 to 
105 per cent. Qualitative salicylate tests on the urine 
chloride to urine. A positive test is denoted by the 


false-positive reaction, so that urine containing ace- 
tone should be boiled before testing; and phosphates 
may produce a false-negative reaction, with the pre- 
cipitation of ferric phosphate. The addition of more 

All other determinations were done by standard 
laboratory methods. 
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SPECIFIC THERAPY FOR SALICYLISM* 

ption: 

the drug since the toxic effects depend on the sali- : : 
The 
cylate radical. Although fatal cases have been re- lptomeninges and ml — both of long 
ported in adults with as little as 2 gm. of aspirin’ the standing. acute processes consist of vascular changes 
more usual lethal dose is in excess of 10 gm.“ Deaths and changes in the ganglion cells. The vascular. 
from 0.3 gm.“ may be dismissed from the present dis- hemorrhages — tone Ge tame — the 
cussion as hypersensitivity phenomena usually occur- confines of the perivascular space. The capillaries are 
The major clinical manifestations of salicylate poi- shrunken neurons and attenuated, — apical den- 

soning have been well described,“ as have many of drites. The cytoplasm is poorly stained, there is very little 
the complications. These include disturbances of acid. ue substance mast of which is distributed — ae 
base balance, bleeding tendencies,’ brain damage, cells are shadow cells, the nucleus having been extruded. 
renal changes and gastric ulceration.**** Despite There are no — changes evident. The „ is 
these contributions, basic data are lacking in several anoxic ganglion cell disease, venous congestion with scat. 
aspects of the problem. Correlation of blood levels che end mild of 
with clinical states, although fairly well documented MAE 
for minor degrees of salicylism, “ is largely nonexistent The occurrence of brain damage is similarly stressed 
for fatal or nearly fatal poisoning, possibly because in other reports.“ The possibility of such changes 
of the relatively late development of methods for esti- emphasizes the need for rapid removal of salicylate 
mating salicylates in blood and other tissues."*** Re- from the body. 

The present paper concerns studies carried out on 
2 patients poisoned with aspirin, 1 of whom repre- 
sents the first successful application of hemodialysis 
to salicylate poisoning in human beings. 

MATERIALS AND METHODS 

The patients, a man and a woman, were admitted 
to the Medical Service of Georgetown University Hos- 
pital for the treatment of aspirin poisoning. 

All dialyses, clinical and experimental, were per- 
formed on a modified Kolff artificial kidney. 1 In 
vitro dialyses were carried out on solutions of salicylic 
acid in plasma and in saline solution using the Kolff 
machine with operating conditions similar to those in 
prompt development of a purple color. Two precau- 
tions should be observed: acetone may produce a 


Case Reports 


Case 1. A comatose 


7 * 
. * 
3 
1 2 3 4 5 é 
Hovrs or Diatysis 


Ficure 1. Clinical Dialysis of Salicylate (Case I). 
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doubt about spontaneous recovery, dialysis on a 
artificial kidney was begun 7½ hours after admission. 
1 hour respiration was noticeably more quiet; after 2 hours 
tient was awake, attempting to speak and able to 
drink water, and by the 3d hour he was i i 
out for a 
a mild hypotension 
untoward effect. The fall in 

removed in the bath and the dramatic changes i 
state are shown in Fi 1. The recovery of 
salicylate, with a net in the blood level of 
100 cc., is of particular interest. 


141 


8 


that time 
Physical examination on the present admission revealed a his hospital course were , after further 
well , well nourished man who was comatose and psychiatric consultation, he was discharged on September 
i ightly on painful stimuli. Other significant find- 14. His account of the amount of aspirin ingested was 
incl a pustular erythematous rash over the face i 
Taste 1. Data in 2 Cases of Salicylate Poisoning. 
INGESTION InoesTION ApMIssion Trovusseau 
AND Stons 
ADMISSION RATE CHARACTER 
hr. gm. per min. 
1 19 Suicide 210 (in 8 wk.) None 22 29 Coma Negative 
2 0 Suicide 45 (1 dose Gastric ; 30 
( ) — Deep & Negative 
nously; sodium 
bicarbonate. 
and chest, and absent corneal reflexes. The deep tendon Casz 2. Al woman was admitted to George- 
reflexes were present and active. The Chvostek and Trous- town University on September 17, 1954, for treat- 
seau signs were absent ment of aspirin poisoning. A history was from 
The temperature was 104°F. by rectum, the 120, the family of a suicide attempt with aspirin 1 previ- 
and the respirations 22 and deep and regular blood ously that had not requi Pospitalization. Subsequently, 
pressure was 120/75. she had been under psychiatric care and - 
Initial labora of 50 per ing as a dental x-ray technician for the several months. 
cent and a white-cell count of 12,950, with 93 cent At 4:00 p.m. on Septem 16, for u , she 
neutrophils. The urine was clear with a of 5.5 claimed to have dissolved “1 bottle“ (83 gm.) of aspirin 
and a specific gravity of 1.018, and gave a + test for albu- in a glass of water and to have drunk about The 
min, a negative test for sugar a + test for ace- unreliability of her estimate of dose is emphasized the 
tone. The sediment contained a rare white blood cell. The poor solubility of aspirin in water. She was seen at an- 
nitroprusside test for acetone was positive and could be re- other ital 4 hours later, and a gastric lavage was per- 
versed by boiling of the urine. The serum acetone was quali- formed. She was then di care er par- 
i positive ( tablet). The blood urea nitrogen ents, who were instructed in the signs of salicylism. Later 
was 27 mg., and the blood sugar 140 mg. 100 cc., and that evening she began to complain of difficulty in hear- 
the carbon dioxide 9 milliequiv., and the chloride 105 milli- ing and was returned to the same hospital at 10:00 a.m 
equiv. per liter. The prothrombin time was 10 per cent of on September 17, awake, h 2 
: of power was 24 


214 222 — Aug. 11, 1933 
˖ the stools was positive. The ferric chloride test for urine 
salicylate was strongly the 
voi 44-year-old man was admitted to urine was boiled. The ; the 
Georgetown University Hospital at 1:00 p.m. on September blood salicylate level was 90 mg. per 100 cc. 
2, 1954. He had been found unconscious in his room at Since the patient's clinical appearance raised considerable 
5:30 that morning with 7 empty aspirin bottles, which rep- 
resented a total of 210 gm. of aspirin. No further history 
was obtained on admission. His record showed 2 previous 
1 1 to this hospital. At the ~ yu which was 
in 1948 for epigastric pain, his work-up, including a 
intestinal 4 was negative, and he was discharged wich 
* — Salicylote Level, cose! 
Selicylete present in both 
en — . Myeerpnec Toto! Salicylate in previous 
= Amount Sdicyliate m both 
= : @ Barth chonge 
91 Attempts of speech, Drinking eater 
60 
i 
a diagnosis of gastritis. The 2d admission was in 1951 for 
the same complaint; gastrointestinal series were again nega- admission he had taken no more than the usual amount 
tive. Additional diagnoses at this time were acne rosacea but had combined it with coca-cola, which, he claimed, had 
and anxiety reaction diagnosed by the psychiatric consultant. synergised the effect of the tablets. He had felt faint toward 
The question of alcoholism was raised but not settled at the evening before admission and then remembered no more 


*. 


1E 
i 
i 


RH 45 


coma in decreasing the possibility of brain and pul- 
monary complications seems beyond question. A com- 
parison of salicylate recovery from the 2 patients cal- 


Fioure 2. F 


culated as grams per hour (and allowing Case 2 a 
30 per cent metabolic loss) shows that the artificial 
kidney removed salicylate about twenty times faster 
than normal urinary excretion. Doolan et al., “ in 
acute experiments with smaller doses, demonstrated 
an advantage for the artificial kidney of five to seven 
times the rate of excretion by normal kidneys. 

It is clear from Table 1 that the clinical state of 
the patient cannot be predicted from the height of the 
serum salicylate. Factors such as the time-dose rela- 


Taste 1 (Concluded). 


mg./100 cc. % 

1 *, 4 11 (43 sec.) 7.1 Positive 5.5 Positive Positive 

2 90 (on admission) 24 48 (20 sec.) — Negative 6.0 Positive Positive 
fever, hypoprothrombinemia, eighth-nerve and cen- tion, treatment before admission and the underlying 
tral signs, skin rash, positive ferric state of the patient — nutritional, psychic and other- 
chloride test and decreased carbon dioxide combining wise — must all be involved. To have 1 patient awake 
power of blood. This reduction of carbon dioxide is and the other deeply comatose at similar blood levels 
due to respiratory alkalosis in the early stages and raises questions concerning spinal-fluid levels, tissue 


levels and selective concentrations in brain or other 
organs that cannot be answered here. 

The initial depression of prothrombin times and 
their return to normal are shown in Figure 3, It is 
interesting that Case 1 was still hyp 
while his serum salicylate level was 0. Conversely, 
Case 2 had a normal prothrombin concentration be- 
fore her serum salicylate had fallen to 0. The pro- 
thrombin-reducing effects of salicylate have been well 
documented in man’ as well as the successful in- 
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—. per liter, and the prothrombin time was 50 per cent true from 2 gm. to 105 gm. However, the effect of 
normal. She was treated with vitamin K, sodium bicar- + 3: : 
bonate by mouth and fluids intravenously. Because of lack the shortened morbidity and the rapid reversal of 
sity Hospital 
oriented. Speech was slurred, and she complained of a 
“roaring” sound in her ears. Physical examination revealed 
flushed facies, a hot, dry skin and deep, irregular respira- 
tions at 36 per minute. The blood pressure was 110/50; 
the pulse was 100, and the temperature 99.8°F. by rectum. r 
Neurologic examination was unremarkable. The Chvostek ——Cose 
and Trousseau signs were absent. Initial laboratory work 453 15 2 
_ showed a hematocrit of 41 cent, a white-cell count of =? + | — — 
16.830, a carbon dioxide of 31.5 milliequiv. per liter and a 47 H \ 
blood sugar of 165 mg. per 100 cc. The urine was clear ; 
pellow, negative for albumin and positive for sugar, acetone i 
and salicylate; the sediment contained 5 to 10 red cells and ¢ 
Be 
* 
— 
Serum e hac 7 7 PC o nac disappes 7 
by the 6th day. The recovery from the urine totaled 8.4 gm. 
The significant admission data on the 2 patients and 
together 
Table 1 and Figure 2. 
Discussion 
Both patients exemplified in varying degrees the 
diagnostic features of salicylism, including hyperpnea, 
Case BLoop Carson ProTHROMBIN ARTERIAL Sun un Urinary Urinary Unmeary 
No. SALICYLATE Dioxwe Time 7H ACETONE 7H ACETONE Franc 
Lave. Comsinino Cl. 
Power 
mi Osis in the later s 8 ylism. 
The dramatic course of events in Case 1 left no 
doubts in the minds of all who saw the patient that 
dialysis had saved his life. Acknowledging the subjec- 
tive basis for this impression, we searched the litera- 
— ture on adult salicylate poisoning in an attempt to 
correlate dose with fatal outcome. A representative 
sample makes it clear that the variation is too 
great for one to predict survival or death on the basis 
of ingested dose, within the widest range. This is 


hibition of this action by vitamin K. It is pertinent 
in this connection to recall that Dicumarol may be 
degraded in vitro to salicylic acid.“ In experiments 
done in this laboratory doses of 200 to 300 mg. of 
Dicumarol failed to reveal detectable salicylate in 
plasma of healthy adults when tested twenty hours 
later. One cardiac patient, on Dicumarol, with a pro- 


% 
90 - f / 
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Days rrom Ingestion 


Ficure 3. Recovery of Prothrombin Time (Cases I and 2). 


thrombin time below 50 per cent, showed similar neg- 
ative results. The small doses involved may well ac- 
count for this. In addition to its hypop 
effect salicylate has been cited as injurious to capillary 
walls and as a depressant of plasma fibrinogen.’ In 
any event the bleeding tendency so induced only oc- 
casionally becomes a major clinical problem.“ 
of suspected peptic ulcer, may be explained by the 
low prothrombin time. However, mention should be 
made of Hurst’s'? demonstration of gastric ulceration 
after salicylate ingestion. Although subsequent au- 
thorsꝰ failed to confirm the original 


the gastroscope and on section of biopsy material. The 
process seems to be a necrosis of the neck cells in the 
Certain speculations on salicylate distribution in 
the body are suggested by the data. Case 1 lost 9.4 
gm. of salicylate, with a drop in blood level of 57 mg. 
per 100 cc.; this represents a volume of distribution 
of 16 liters, Similar calculations for Case 2 derive a 
volume of distribution (salicylate space) of 9.2 liters. 
In each case the “salicylate space” represented 18 to 
21 per cent of total body weight — a figure compatible 
with extracellular fluids. These crude calculations 
metabolic losses (25 to 50 per cent)“ and 

tissue feedback and in no sense constitute definitive 
evidence on the anatomic distribution of salicylate. 
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To evaluate plasma-protein binding under condi- 
tions obtained with the Kolff artificial kidney, solu- 
tions of salicylic acid in plasma and saline were dia- 
lyzed as described under “Materials and Methods.” 
The curves (Fig. 4) demonstrate that binding, to 
whatever extent it occurs, does not adversely affect the 
dialysis of salicylate. 

The selection of patients with salicylism for dialysis 
must necessarily be tentative at present. From the 


can properly be made. Patients with depressed pro- 
thrombin times should receive vitamin K, oxide, and 
all patients, dialyzed or not, require meticulous atten- 
tion to their fluid needs and acid-base disturbances 
as outlined in other papers.'* 


Summary 
Two cases of salicylate poisoning are presented, 1 


of which was successfully treated by hemodialysis, The 
patients are compared for blood levels, salicylate re- 


Since 


for 
II. publication 2 more 


seen at 
ingested 132 gm. of aspirin and died on ad- 


Pe. 


117 


1119 
EES 


216 
ProTHROMBIN 
— — standpoint of preventing or minimizing brain damage, 
pneumonia and atelectasis, coma is an emergency in- 
dication. Patients exhibiting central-nervous-system 
signs, with or without coma will probably benefit 
from the procedure. For lesser degrees of salicylism 
further experience is needed before recommendations | 
100 
60 ain piosmo 
50 
40 
20 
0 
30 60 90 120 150 
Tua id Minutes 
Ficure 4. In Vitro Dialysis of Salicylate. — 
unpublished observations“ have clearly demonstrated 
gastric erosion in salicylate poisoning seen both with coveries and clinical course. The value of the artificial 
kidney in quickly removing salicylates from the body 
is emphasized. In addition certain data concerning hy- 
poprothrombinemia, salicylate distribution and plas- 
ma-protein binding are presented and discussed. 
— 
— the fact — should be regarded 
as an acute medical emergency. 
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LOGIC AND ANTIARRHYTHMIC ACTIONS OF AMBONESTYL 
(2-DIETHYLAMINOETHYL-ISONICOTINAMIDE) IN MAN* 
Preliminary Report 
Byron B. Crark, PR. D., anp Benjamin Ersten, M. 
BOSTON 
XPERIMENTAL studies“ that cer- those of procaine amide and quinidine are briefly 


tain chemical structures might be capable of sup- 


summarized in Table 1. 


T 1. Comparative Pharmacologic Characteristics 
Ambonestyl, Proceine Amide ond Qolaidine. 


Prorgaty Procaine 
++++ ++++ ++++ 
actions: 
7 
period 
Vagolytic + + 


+ 
++ + 
Fay 1177 
++ + 


o++ 
++ 

H++ + 
++ + 
++ 


*0 no effect; + increase; + slight effect; — decrease or depression. 


The experimental studies thus indicate that in clini- 
cal use gre should have a wider margin of 
safety than amide and quinidine, both of 
which, although frequently effective in suppressing 
arrhythmias, may depress cardiac conduction to a suf- 
ficient extent to limit their use in certain patients, 
especially those with conduction disturbances such as 


intraventricular (bundle-branch) block.“ The hy- 
potensive action of procaine amide** and quinidine 
is also a serious limitation in cases in which intrave- 
nous administration may be indicated. 
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some of the actions previously associated with antiar- 
tion, elevation of ventricular electrical threshold, hy- 
potension and local anesthetic activity. Ambonesty 
(2-diethylaminoethyl-isonicotinamide, MC 4112) 
found to be a compound with just such specifici 
The chemical structure of Ambonestyl and its relati 
to procaine amide are shown below: 
ypotension 
Procaine — pol 
Extensive laboratory investigation im animal’ hes) 
demonstrated that Ambonestyl is as effective as pro- 
caine amide in the unanesthetized dog in suppressing 
persistent ventricular tachycardia and multiple pre- 
mature ventricular contractions resulting from coro- 
nary-artery ligation (two stage’). The pharmacologic 
characteristics of Ambonestyl in comparison with 
*From * ol Phasmocology and » Tufts 
ol chairman, Department of Pharma- 
Tl Unie of Moding: chair 
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This report describes some aspects of the immedi- medication. The action of the drug on arrhythmias 
ate pharmacologic effects of Ambonestyl in man un- was studied in 8 additional patients. The arrhythmias 
der controlled conditions, and the effects on ventricu- were ventricular in all but 1 case and either were 
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Ficure 1. Effect of Ambonestyl (MC 4112) on Blood Pressure and Electrocardiogram (Lead 2) in Case 3. 


lar ias as observed in surgical patients be- 
fore and during surgical i 


je 
i — 


Ficure 2. Hemodynamic Effects of Ambonestyl (MC 4112) 


before and after Operative Sym 7 


ctomy in a 395 
Year-Old Man with . ; ypertension (Case 11A and 


Mernops AND MATERIALS 
on 8 unanesthetized patients with or without pre- 


present when the patient came to the operating room 
or developed during ia or surgery or occurred 
tively. 


Each subject was prepared with an intravenous- 
drip set containing a three-way stopcock connected 
to an indwelling needle in the median basilic vein, 
and the drug was injected intravenously in a 5 per 
cent solution. All patients were in the supine posi 
tion unless some other position was indicated. It was 
found that single doses of 0.5 gm. could be injected 
rapidly in five to ten seconds and at ten- 
minute intervals until 1.5 to 2.5 gm. had been ad- 
ministered. This dosage schedule did not have any 
serious side effects and was used in the majority of 
the studies reported. 

Elec i were taken at frequent inter- 
vals before and after administration of the drug and 
continuously during the period of administration by 
recording of the three standard limb leads simultane- 
ously on a multichannel, direct-writing osci 
Blood pressure was measured frequently, usually by 
the indirect method, but on several occasions directly 
from the brachial artery by means of a Statham strain 
gauge (model P-23A) and recorded simultaneously 
with the electrocardiograms. Respiration was observed 
carefully although no quantitative measurements were 
made. Subjective effects were either volunteered or 
elicited in the unanesthetized patients. 

More complete hemodynamic studies were carried 
out in 3 unanesthetized but lightly sedated patients. 
Cardiac output was measured by the ilution 
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technic of Hamilton et al.“! and Etsten and Li.'* mg. each at ten-minute intervals (total 750 mg.) were 
Blood pressure was determined directly from the 


j (but not the ST segment); there was rapid 
F 3. E Ambonestyl (MC 4112 Cond of the T- after the first 
— Hects of styl ( wave change dose, 


Note disappearance of dropped beats and shortening of the 
PR 
hemodynamic studies in Figure 2B. 


peripheral resistance was calculated in the usual way 
from the mean arterial pressure and cardiac output. 


Taste 2. Antiarrhythmia Studies with Ambonestyl in Man. 


ConprT10N ANESTHESIA AMBONESTYI. 


8 
8s 
135 
135 


Atrial premature contractions None 
Occasional 

premature ven- Cyclopropane 
Premature ventricular Before & 
tions (12-24 per min.) eee 


Bigeminal rhythm ; mitral Pentothal Sodium; curare 
commissurotomy . nitrous oxide. 


2 8 8 8228 


Cyclopropane 


in t 

R (with morphine and scopolamine) subjects with es- 
The initial observations in unanesthetized and sential hypertension; Figure 2 shows the typical re- 

lightly sedated subjects with no apparent cardiac dis- sponses both before (A) and after sympathectomy 

ease revealed no detectable objective or subjective 

effects when Ambonestyl was injected rapidly (in ten 

seconds) in single doses of 100 mg. and when this dose 

was repeated at ten-minute intervals to a total dose 

of 500 mg in cardiac output was recorded. The changes in heart 
The only effects noted after three injections of 250 rate were also, in general, not significant, except in 


the electrocardiogram, as described above. The total very transient increase in heart rate. With this and 
larger single doses (500 mg.) a subjective sensation 
ff ſſIIfffyyfffffyffffrf7' of warmth spreading over the body that lasted about 
Pipes Aue thirty seconds after each injection was reported. No 
ii | change in the color of the skin was noted, however. 
DU Figure 1 shows the cardiovascular responses to 
man, scheduled for resection of the rectum, who re- 
ceived 0.4 to 0.5 gm. injected rapidly (in ten seconds) 
tpl ee i | al | for a total of 1.85 gm. This subject was lightly sedated 
(6 mg. of morphine and 0.3 mg. of scopolamine) and 
1 Beige 2 qñpresented no evidence of cardiovascular disease. There 
2 141 | | 11565 was a transient fall in systolic blood pressure after 
pee) 11 1 each dose, but much less change in diastolic pressure. 
Ried ae The electrocardiogram revealed no significant change 
1 21 HI in the PR and QRS intervals indicating the absence 
TTT of any effect on conduction. The T wave was de- 
pressed and did not recover until forty-five minutes 
after the last injection. A brief sensation of warmth 
after each injection was the only subjective effect 
elicited, Slight respiratory stimulation lasting for only 
two or three breaths was noted. 
“No. — 
1 0.5 None 
5 1.0 Reduced frequency of con- 
tractions 
6 2.0 Complete suppression of con- 
tractions 
9 ee ae None (after operation ) 1.5 Complete suppression of con- 
14 Bigeminal rhythm u 1.5 6 Complete suppression of con- 
16 Bigeminal rhyzhm,; cardiec Pentothal Sodium; 3.5 60 Complete suppression of con- 
12 Partial atrioventricular block, None 1.5 30 Cessation of dropped beats & 
et See LI ; in remaining cases single doses of 0.5 gm. injected rapidly and repeated for total dose 


220 


Part B of Figure 2, where the small increase may be 
due to the suppression of beats (see Figure 3 
and comments below). Considering all observations, 
there may be a trend for the total peripheral resist- 
ance (TPR) to decrease, but this trend is not very 
great. The significant decrease in TPR noted in one 
of the observations shown in Figure 2A is the only 
instance, thus far, in which a determination coin- 
cided with the peak of fall in blood pressure. These 
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Ficure 4. Effects of Amtonestyl (MC 4112) on Premature 
Ventricular Contraction Occurring before and during Cyclo- 
propane Anesthesia (Case 6 -- Lead 2 throughout). 


Two 0.5-gm. doses before anesthesia the 
mia. Some time after anesthesia with cyclopropane the 


premature contractions reappeared and were again sup- 
pressed by two additional 0.5-gm. doses. 


observations, along with an inspection of the pulse- 
pressure contours, suggest that the transient fall in 
blood pressure noted may be due to a brief peripheral 
vasodilatation. It is interesting that, after the last de- 
termination of cardiac output in this subject (Fig. 
2B), a 20° upright tilt from the horizonal position did 
not result in any greater change in blood pressure 
than that seen with this test during the control period. 

At the time of postoperative tests (Fig. 2B) the 
subject had been digitalized and, as shown in Figure 
3, exhibited partial atrioventricular block, with fre- 
quent dropped beats and progressive lengthening of 
the PR interval (Wenckebach phenomenon). After 


the first injection of Ambonestyl the dropped beats no 
longer occurred, and the PR interval was temporarily 
shortened. When additional drug was administered 
the PR interval shortened further and was maintained 
within essentially normal limits. 

Further evidence for the absence of any depressant 
effect of Ambonestyl on cardiac conduction was ob. 
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tained in 2 other patients with right intraventricular 
(bundle-branch) block. One patient was a sixty- 
eight-year-old man, and the other a sixty-year-old 
woman. Both patients received two 0.5-gm. doses of 
the drug by rapid injections ten minutes apart, Care- 
ful measurement failed to show any increase in the 
QRS intervals or any other elect 

changes except the depression of the amplitude of the 


T wave. 


activity of Ambonestyl 
was studied in 8 patients; S 
marized in Table 2 and illustrated in Figures 4-6. 


mature ventricular contractions recurred at the same 
frequency as before. Ambonestyl was administered in 
three 0.5-gm. doses. The premature ventricular con- 
tractions were su completely for twenty-five 
minutes after the first dose and for about fifteen min- 
utes after the second, Then, after the third 0.5-gm. 


seventy-two-year-old man had persistent and frequent 
premature ventricular contractions before anesthesia. 
Ambonestyl, in two 0.5-gm. doses administered about 
five minutes apart, completely suppressed the arrhyth- 
mia for some time. During this interval anesthesia was 


Premature ventricular contractions appeared dur- 
ing deep cyclopropane anesthesia in a forty-seven- 
year-old woman undergoing a cervical dilatation and 
curettage. The bigeminal rhythm was constant for 
about ten minutes before the drug was administered. 
The abnormal rhythm was temporarily suppressed by 
1.0 gm. of the drug and completely suppressed by a 
total of 1.5 gm. for the remainder of the forty-minute 
period of observation. 

The action of Ambonestyl was studied in 2 cases 
of cardiac surgery for the exploration of the mitral 
valve or commissurotomy. Figure 5 illustrates some 
of the findings in a case of mitral commissurotomy. A 
bigeminal rhythm began with the induction of anes- 


bigeminal 
minutes (tracing No. 3), but an additional 0.5 gm. 


A dosage - time- course response to Ambonestyl was 
ö observed postoperatively in an unanesthetized forty- 
nine-year-old male patient who exhibited frequent 
premature ventricular contractions. The arrhythmia 
: was present before anesthesia but disappeared under 
| moderately deep cyclopropane anesthesia. However, 
. | after colostomy and recovery from anesthesia, the pre- 
| | 
during the period of observation. 

The action of Ambonestyl on premature ventricu- 
lar contractions occurring both before and during 
| cyclopropane anesthesia is shown in Figure 4. This 

induced with cyclopropane, and the operation for 

total gastrectomy begun. Premature ventricular con- 

tractions reappeared and were again suppressed by 

oxygenation, for ten minutes (electrocardiograms No. 

and 2) until Ambonestyl, 0.5 gm., was injected. This 
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resulted in sinus rhythm for ten minutes (tracing No. 
6). Then, when the pericardium was opened and stay 
sutures placed, the bigeminal rhythm returned (trac- 
ing No. 7). An additional 0.5 gm. (total of 1.5 gm.) 
converted this rhythm to supraventricular tachycardia, 
probably sinus 8 8), and then this became 
clearly sinus except d uring mechanical stimulation of 
the ventricle (tracing No. 9). The bigeminal rhythm 
recurred when stay sutures were placed in the atrium 
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(record No. 15), which immediately reverted to the 
supraventricular rhythm (record No. 16). Then the 
atrium was sutured, and the pericardium and chest 
closed, all without any further occurrence of ven- 
tricular ectopic rhythm. 

Another example in which Ambonestyl was used 
in cardiac surgery is illustrated in Figure 6. The pa- 
tient, 
a mitral commissurotomy but on exploration was 


111 


9 
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Ficure 5. Effect of Ambonestyl (MC 4112) on * 8 before and during Mitral Commissurotomy 
ase 7). 


(tracing No. 10). Another 0.5-gm. dose of Ambo- 
nestyl (total of 2.0 gm.) restored sinus rhythm (trac- 
ing No. 11) despite a clamp on the atrial appendage 
and incision of the appendage. Between records No. 
II and 12 a supraventricular tachycardia of higher 
rate appeared coincident with biopsy of atrial tissue. 
Neostigmine, 0.5 mg., administered at this time, effec- 
tively slowed the rate. The mitral valve was then ex- 
plored with the finger, and at this time a run of atrial 
flutter appeared (record No. 12), which subsided 
after the surgeon removed his finger from the atrium. 

ventricular tachycardia then remained the dom- 
inant rhythm, When the valve was actually fractured 
there was a short run of ventricular tachycardia (rec- 
ord No. 13) that subsided immediately after removal 
of the finger from the valve (record No. 14). To test 
whether more of the drug would protect against the 
effects of mechanical stimulation of the heart another 
0.5-gm. dose was given (total of 2.5 gm.), and the 
mitral valve again dilated. This manipulation still 
produced a short run of ventricular ectopic activity 


found to have a primary tumor arising from the inter- 
atrial septum with a pedicle that extended 

the mitral valve and, by its ball-and-valve action, pro- 
duced the clinical picture of mitral stenosis. Because 
of a previous episode of congestive heart failure the 
patient was also receiving digitalis. As shown in 
Figure 6, a bigeminal rhythm developed when the 


nestyl was initiated and six 0.5-gm. doses (total of 
3.0 gm.) were given over approximately thirty-five 
minutes, with only intermittent periods of sinus 
rhythm. An additional 0.5 gm. completely suppressed 
the bigeminal rhythm. The only episode of recur- 
rence of the bigeminal rhythm was for a one-minute 
period when the surgeon’s finger was exploring the 
mitral valve and the left ventricular wall. During 
this exploration, the tumor was displaced from the 
valve. The atrium, pericardium and chest were closed 
without further abnormalities in rhythm. 
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— 4 | 
pericardium was opened, and was for the most part 
persistent although there were occasional short runs 
of regular sinus rhythm. The administration of Ambo- 
| 


Discussion 

The pharmacologic investigation of the actions of 
Ambonestyl in man has demonstrated that it has a 
relatively wide margin of safety. In no case was 
there evidence of depression of cardiac conduction; 
this was true for patients with normal conduction 
as well as for those with intraventricular (bundle- 
branch) block. The apparent improvement in atrio- 
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Summary An CONCLUSIONS 
Ambonestyl was effective, without exception, in 


suppressing premature ventricular contractions and 
bigeminal rhythms under the conditions of the clin- 
ical trials reported here. Although the number of pa- 
tients treated is small each test was carefully con- 
trolled, and each patient for the most part served 
as his own control. In most cases a dose-time-effect 
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Ficure 6. Effect of Ambonestyl (MC 4112) on Bigeminal Rhythm Occurring during Cardiac Surgery (Case 16). 


ventricular conduction noted in the digitalized pa- 
tient may be explained on the basis of the weak de- 
pressant action of Ambonestyl on the cardiac vagus, 
along with the lack of any depressant action on atrio- 
ventricular conduction. 

Persistent hypotension was not observed. A tran- 
sient moderate fall in blood pressure was evident for 
only one to three minutes after the rapid administra- 
tion of relatively large doses, and was of minor sig- 
nificance. Since no significant change in cardiac 
output was noted, this brief hypotension was prob- 
ably due to a transient peripheral vasodilatation. 
Thus, both in man and in the dog,“ the hypotensive 
action of Ambonestyl was significantly less than that 
reported for procaine amide,** and this may be ex- 
plained by the fact that it has only one third of the 

lionic-blocking activity.“ The sinus heart rate 
was, in general, not influenced to any appreciable 
extent, 


relation was evident — that is, with smaller doses, 
the arrhythmia was only temporarily suppressed and 
tended to recur later, but after larger doses the ar- 
rhythmia remained suppressed for longer periods. 
In some patients a total dose of 2.5 to 3.0 gm. was 
required to obtain persistent suppression of the ar- 
rhythmia. Such doses were attained by intravenous 
administration of 0.5-gm. amounts at ten-minute 
intervals. Even when large amounts of the drug 
were necessary to suppress the ventricular arrhyth- 
mia undesirable side effects were not observed. 
The effectiveness of Ambonestyl in atrial arrhyth- 
mias remains to be determined, since this study only 
included 1 patient with premature atrial contrac- 
tions who did not respond to a small dose of the 


The 2 patients who received Ambonestyl during 
operation were regarded as Grade 4 cardiac surgical 
risks. It was believed that the drug was of definite 
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clinical value in controlling the ventricular ectopic 
activity and in maintaining more normal cardiac 
function during the operative procedure. 

These preliminary results indicate that Ambo- 
nestyl may have some advantages over procaine 
amide and quinidine in the treatment of ventricular 
arrhythmias in some cases and that further clinical 
evaluation is desirable. So far, the principal advan- 
tages appear to be the absence of depression of car- 
diac conduction and the lack of serious hypotension 
on intravenous administration. The fact that Ambo- 
nestyl can be administered rapidly and in large 
amounts perinits the attainment of an effective dos- 
age quickly when the acute treatment of an arrhyth- 
mia is necessary. Furthermore, this wide margin of 
safety seems to justify trial with more prolonged ad- 
ministration in recurrent and established arrhyth- 
mias. The data suggest that Ambonestyl might be 
particularly useful in treating arrhythmias in pa- 
tients with conduction disturbances, in controlling 
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arrhythmias during anesthesia and in patients un- 
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IMPORTANCE OF POTASSIUM IN HEAT EXHAUSTION 
IN FIBROCYSTIC DISEASE OF THE PANCREAS* 


Seymour J. Harris, M. D., anp Ricnarp L. Lester, M. D. 
LOS ANGELES, CALIFORNIA 


INCE Kessler and Andersen’ first described the 
unusual susceptibility of the child with fibrocystic 
disease to heat exhaustion, a number of investiga- 
tions have been carried out in an attempt to explain 
the factors responsible for this phenomenon. Studies 
have been directed primarily toward the composition 
of sweat in patients with this disease, for profuse 
is is the chief manifestation of heat ex- 
haustion.* Subsequent reports suggest that a basic 
defect in the sweat glands of fibrocystic patients is 
responsible for an increased excretion of sodium, 
chloride and potassium.“ It is our purpose to em- 
phasize the importance of the therapeutic admin- 
istration of potassium in the treatment of heat ex- 
haustion in fibrocystic disease and to point out the 
possible use of potassium in its prophylaxis, 
Two cases of heat exhaustion in 
that occurred during a “heat wave” in July, 1954, 
in the otherwise temperate climate of Southern 
California, are presented below. Local climatologic 
data indicate that July, 1954, was the second warm- 
est July on the records of the Los Angeles weather 
bureau. There were fourteen days in which the 
temperature was 90°F. or above. The average 
maximal temperature for the month was 87.1°F., 
which is approximately 4° above the normal, aver- 
From the Children’s 


Hospital. 
tFormerly, senior resident in pediatrics, Children’s Hospital. 
tFormerly, junior resident in pediatrics, Children’s Hospital. 


age, maximal temperature for July. There was, 
however, no significant variation in relative humidity 
during that month.“ 


Case Reports 


Case 1. B. L., a 2-year-old boy, was admitted to the 
hospital on July 19, 1954, with a 4-day history of anorexia, 
vomiting, lethargy and profuse sweating A sister had died 
at four years age of fi of the pancreas. 
At 3 months of age the patient had intermittent diarrhea 
with large frothy, * stools, — upper re- 
spiratory infections and a chronic cough e weight gain 

; a stool specimen examined by a private physician 
failed to show any teyptic activity. A tentative diagnosis of 
tic disease was made, and a regimen of i 


At 16 months of age antibiotics were discontinued. 

rr and he gained weight. In the 
month before admission the respiratory symptoms had sub- 
sided. His mother had always voluntarily maintained him 


Physical 
well nourished, acu 
tremely drowsy — 
temperature was 8.6 F. 28 100, and — pres- 


sure 80/45. A slight amount of perspiration was present. 
slow and shallow, and no abnormal 
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dergoing cardiac surgery. 
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caine amide. Federation Proc. 10326, 1951. 
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— "Eederation Proc. 38, 1952. 
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M. I., et al. Some effects of quinidine sulphate on heart 
tion in man. Am. Heart J. 36:816-837, 1948. 
„V. F., et al. Comparison of Fick and g ~ 
ment and continuous antibiotics | mouth was initiated. 
2 ung findings were detected. There was generalized mus- 
- cular weakness, with hypoactive deep tendon reflexes. 
1 The history and clinical picture suggested fibrocystic dis- 
ease with heat exhaustion as described by Kessler and 
Andersen.“ The appearance was one of alkalosis and hypo- 
potassemia. This clinical impression was confirmed by a 
carbon dioxide of 33 milliequiv., chloride of 88 milliequiv., 
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sodium of 128 milliequiv. and potassium of 2.8 milliequiv. 
per liter. Therapy was designed to correct the fluid and 
— — The amounts of fluid and electrolytes 
are recorded in Table 1. In retrospect, it was apparent that 
an inadequate amount of potassium was given during the 
Ist 3 days. Hydration was improved on the 2d day althou emical de 
the lethargy and serum 


remained unchanged, 
terminations revealed persistence of II. 

It was necessary to continue parenteral administration ol 
fluids and electrolytes for 4 days before the serum electro- 
lytes returned to normal. Clinical im 
2 nourishment was refused until ye 3d day. 

patient 
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amount calculated to furnish a total of 2 milliequiv. per 
kilogram of body weight during the first 24 hours. Four 
hours after admission a generalized convulsion 


tration of calcium, coramine and epi ine a 
artificial respiration were without be 
hours after admission. Examination of a specimen of blood 
obtained 2 hours after admission showed a carbon dioxide 
of 29 milliequiv., a chloride of 58 milliequiv. and a potas- 
sium of 3.3 milliequiv. liter. The red-cell count was 
4,200,000, 3 15.2 gm. per 100 cc., and 
the white-cell count 28,000, with 72 per cent granulocytes. 
At autopsy moderate cardiac hypertrophy 


Tasie I. Daily Fluids and Electrolytes in Case J. 

Date Fi ums Given Sopium Potassium Given Cuemicat Constituents 

PAREN- DAILY TOTAL DAILY eH CARBON CHLORIDE SODIUM POTASSIUM 

TOTAL AD ADMINIS- ADMINIS- DIOXIDE 
MINISTRA- TRATION TRATION 
os ‘a ade „„ „ — / 
7/20 1850 1850 132 5.3 16 1.1 — 33 88 128 2.8 5 
7/21 1200 1200 86 3.0 17 1.2 7.59 28 90 123 3.0 5.5 
7/22 1040 660 75 4.1 11 0.8 — 28 87 — — 6.5 
7/23 1450 950 103 4.1 47 3.0 — 23 97 137 5.2 — 
— | normal alertness Later, a pericarditis, purulent | bronchitis and 


an occasional, large, foamy stool. Subsequently, she 
respiratory infections, a chronic 


diet, 
2 and prophylactic antibiotics 
remained free of severe infections. 


semite * a distance of 353 in search of 
cooler wea owever, symptoms became progres- 
sively worse, and on the day before admission, she was 
driven back to Los Angeles during the middle of 4 day in 
a temperature of approximately 100 F. During the trip she 
vomited several times. That night she was seen by her 
ysician, who administered 1000 cc. of 1/6 molar sodium 
tate by hypodermoclysis at the patient’s home. The next 
morning she continued to a, in shock and was 
immediately aye to the h 
On admission she was 1 


nent. There were fine and 141 moist rales 4. — 
both lungs. Peripheral vascular collapse prevented venesec- 
tion ſor emical determinations. Intravenous infu- 
sion of hypotonic Ringer solution (0.6 cent sodium 
chloride) was administered, and a few minutes later a . 
infusion was started with 250 cc. of blood plasma. 

the first two hours she received 14 

1000 cc. of fluids containing 6 2 of sodium A. d. 
improved rapidly, with slow disappearance of the of 
shock. After some improvement in hydration and evidence 
of re-established renal function potassium chloride was cau- 
tiously added to the fluids for parenteral injection in an 


bronchopneumonia, 
pancreatic fibrosis and congenital 
right The brain and 


allegedly brocystic 
died 2 weeks before this patient's death at another hospital, 
presumably of heat exhaustion 


Case 1 represents a fairly typical example of heat 
exhaustion in fibrocystic disease. It seems likely that 
the patient’s restricted salt intake increased his sus- 
ceptibility to the deleterious effects of heat. The 
tained until approximately six hours after admission, 
when some rehydration had already taken place. 
This may explain the unusually low serum potassium 
level of 2.8 milliequiv. per liter on the first day, in 


contrast to the normal or slightly elevated levels 


frequently present in dehydrated patients.* Despite 
vigorous fluid and salt therapy the hypochloremic 
alkalosis required four days for complete chemical 
correction. A delay in response in severe hypo- 
kalemic states has been observed by others and is 
thought to represent the period necessary for res- 
toration of the intracellular potassium deficit." 
Nevertheless, it should be noted from the figures in 
Table 1 that, during the first three days of therapy, 
potassium was given in relatively small amounts, 
averaging about 1 milliequiv. per kilogram of body 
weight per day whereas adequate, safe therapeutic 
amounts are usually considered to be 2 to 3 milli- 
equiv. per kilogram per day. 

In Case 2 severe fibrocystic disease and far-ad- 
vanced pulmonary changes were present. In addi- 
tion to salt restriction she had severe vomiting, as 


— 
occurred and was followed by coma. Respirations slowed 
and became more labored. Intravenous adminis- 

aspiration revealed an absence of tryptic activity. | 

Case 2. C. M., a 62-year-old girl, was first admitted to e amily history is considera interest. A 

the hospital on August 1, 1954. A diagnosis of fibrocystic zibli 15 months, had died of “ neumonia.” 

disease of the pancreas, confirmed by duodenal aspiration, 

had been made in March, 1953, while the patient, then 5 

years old, was in the Tripler Army Hospital in Hawaii. Be- 

fore she was 3 years of age she had a few mild “colds” and 

only 

had 

and some dys 

pancreatic e 

she gained wei 

Three days 

somewhat listless. At this time she ceased taking salt tablets 

that had previously been prescribed by her private physician. 

In the belief that the exceedingly hot weather was affecting 

temperature was 97.5°F.; the pulse was 140, rapid and 

; and the blood ; was unobtainable. She was 
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well as the insults of extreme heat and a large bi- 
carbonate load in the form of 1000 cc. of one-sixth 
molar sodium lactate. The combination of factors 
was ideal for the development of severe hypochlo- 
remic alkalosis. Some estimation of the severity of 
chloride deficit can be obtained from the very low 
plasma chloride level of 58 milliequiv. per liter after 
two hours of vigorous salt and fluid therapy. The 
cause of the sudden death in this child is not readily 


apparent from the post-mortem findings. Severe 


electrolyte imbalance could certainly have led to ir- 

reversible changes, especially in a child with a hypo- 

plastic kidney and an inadequate renal reserve. 
Discussion 


To substantiate the importance of potassium in 
this syndrome it may be helpful to discuss some of 
the present concepts of ium metabolism. Dar- 
row and his co-workers . demonstrated a biologic 
equilibrium between three variables: serum bicar- 


directly with the intracellular sodium and inversely 
with the intracellular potassium. The relative im- 
portance of this relation, as compared with the better 
known renal regulations of the extracellular fluid 
compartment, has been difficult to ascertain. 

renal regulation must eventually determine extra- 
cellular composition, there are factors that cannot 
deficient, alkalotic 
correct the hypochloremic alkalosis with the intra- 
venous infusion of potassium salts alone. Thus, the 
correction of alkalosis must depend, at least partial- 
ly, on an extrarenal mechanism. This appears to be 
related to a shift of hydrogen ions into and out of 
the intracellular compartment, under conditions of 
intracellular potassium loss or the restoration of 
intracellular potassium deficit.“ By muscle analysis 
it has been shown that in potassium deficiency, a 
loss of three potassium ions from the intracellular 
compartment is associated with a gain of only two 
sodium ions. It has also been shown that the re- 
maining replacement ion is not calcium or mag- 
nesium.'* It must therefore be hydrogen ion, which 
is readily available from the extracellular fluid. It 
follows, then, that as potassium enters the cell in the 
correction of potassium deficiency, hydrogen ion is 
released to the extracellular fluid. This results in a 
lowering of the serum bicarbonate and may be sum- 
marized by the following equation: 


H+ +Cl- +Na*+ +HCO, 


CO. + H. O 


Provided there is sufficient fixed chloride anion the 
reaction can go in either direction. 


POTASSIUM IN HEAT EXHAUSTION — HARRIS AND LESTER 


Cooke et al.“ have pointed out, however, that the 
reaction described above will not account for the 
persistence of alkalosis in potassium deficiency un- 
less there is an additional alteration of renal func- 
tion. The exact mechanism of this is not well under- 
stood but is thought to be related to a failure of the 
cells of the renal tubules to exchange organic anion 
for filtered chloride anion. In the presence of ade- 
quate potassium, citrate metabolism within the renal 
tubules appears to be accelerated, citrate being ex- 
changed for chloride anions in amounts necessary to 
produce reabsorption of sodium and chloride in a 
normal ratio. Potassium deficiency alters this ratio. 

It is probable that potassium deficiency is respon- 
sible for alterations not only in the extracellular 
clectrolyte composition but also in the extracellular 
fluid volume. Cooke et al.“ were able to correct 
hypochloremic alkalosis in rats by the administration 
of potassium bicarbonate alone during a period 
when sodium and chloride were withheld from the 
diet. The apparent rise in the serum chloride can be 
explained only by a decrease in the extracellular 
fluid volume. Potassium deficiency is therefore as- 
sociated with a hypotonic expansion of the extra- 
cellular fluid as well as a deficiency in extracellular 
hydrogen ion, with resultant hypochloremic alka- 
losis. This concept has been borne out by Cheek,“ 
who showed that total body chloride of potassium- 
deficient children is not low (with adequate intake 
of sodium, chloride and water) even though the 
amount of serum chloride per unit is low. 

In the presence of a normal potassium and ade- 
quate chloride intake Cooke and his associates“ 
were unable to produce alkalosis in rats. In their 
experiments the minimal intake of potassium that 
prevented alkalosis when chloride was moderately 
plentiful did not prevent alkalosis when chloride was 
markedly restricted. 

In hot weather, patients with fibrocystic disease 
lose three times as much chloride, twice as much 
sodium and about one and a half times as much 
potassium in their sweat as controls. This, in associ- 
ation with the characteristic vomiting of heat ex- 
haustion, leads to dehydration and a deficit of both 
potassium and chloride, a condition ideal for the de- 
velopment of alkalosis. If one attempts to correct 
this with a solution of sodium chloride alone a bio- 
logic equilibrium will be established, as described 
above, with a hypotonic expansion of the extracellu- 
lar fluid. The equilibrium of a low serum chloride 
and high bicarbonate will persist until adequate po- 
tassium is administered. 

The evidence that potassium is of major impor- 
tance in the production and correction of the hypo- 
chloremic alkalosis in such cases is substantial and 
convincing. We therefore advocate vigorous paren- 
teral potassium therapy. This should be started im- 
mediately after partial correction of the associated 
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bonate, intracellular potassium and intracellular 
sodium. Accordingly, the serum bicarbonate varies 


dehydration, with restoration of adequate renal 
blood flow. A note of caution is interjected here, 
since the introduction of large amounts of potassium 
into a severely anhydremic circulation, with greatly 
diminished renal function, may lead to a state of 
relative hyperkalemia. The use of potassium par- 
enterally in the amounts of 2 or 3 milliequiv. per 
kilogram of body weight per day (or 0.15 to 0.23 

gm. per kilogram) is usually considered safe for 
— and small children. The deficit of sodium 
and chloride must be corrected with the immediate 
use of adequate amounts of sodium chloride solution, 
preferably hypotonic, at the onset. 

It is now generally the practice to administer salt 
tablets to fibrocystic patients during the summer 
months. Because of the importance of potassium in 
the mechanism of hypochloremic alkalosis the addi- 
tional oral use of potassium in the prophylaxis of 
heat exhaustion in children with this disease seems 


cystic diet contain a fairly large amount of potas- 
sium. “ Whether this is adequate in periods of un- 
usual heat stress is a problem that deserves further 
investigation. Nevertheless, in children with normally 
functioning kidneys, little harm can be from 
additional potassium by mouth, and the data pre- 
sented above suggest that benefit may result from 
its use. 


SumMMARY 


Two cases of heat exhaustion in patients with 
fibrocystic disease are reported. A review of some of 
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ticular emphasis on the role of potassium in hypo- 
chloremic alkalosis, is presented. The importance of 
adequate parenteral potassium in the therapy of 
heat exhaustion is stressed. It is suggested that the 
oral use of potassium in addition to salt may prove 
beneficial in the prophylaxis of heat exhaustion in 
are indebted to 


Now Bae. J. Med 


1. . Use of potassium in therapy. J. 


Paul. R. Hincney, M.D.* 


SALEM, MASSACHUSETTS 


ROM 1939 to 1953 only 46 gastrectomies were 

performed at the Salem Hospital for carcinoma of 
the stomach. This is 39 per cent of all patients in 
whom this discharge diagnosis was made. Unoperated 
patients in whom no biopsy was obtained may be a 
minor source of diagnostic error. It is gratifying to 
observe the steady increase in the number of resect- 
able cases as reported in large series throughout the 
country. Welch and Allen“ reported a resectability 
of 50 per cent at Massachusetts General Hospital from 
1937 through 1946. Pack“ recently cited a rate of 
65 per cent, and, even more recently, Kremen“ one 
of 85 per cent. Since the experience at Salem Hospi- 


*Surgeon, Salem Hospital. 


tal was not sufficient to permit conclusions, opinions 
were sought from a number of recognized authorities, 
and in addition pertinent literature for the past eight 
years was reviewed. 

The small, fairly constant number of patients on 
whom gastrectomy is performed each year for carci- 
noma in this hospital is in contrast to the steady in- 
crease in the number of gastrectomies for duodenal 
or gastric ulcers, Welch“ recently stated that the inci- 
dence of gastric carcinoma was diminishing in his 
experience. Gastrectomy was performed with the 
hope of cure in 29 cases. In the remaining 17 the 
surgeon estimated that he was performing a palliative 
operation because of either the gross extent of disease 
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REVIEW OF FIFTEEN YEARS’ EXPERIENCE WITH GASTRECTOMY 
IN A COMMUNITY HOSPITAL 
II. Cancer 
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in the stomach or the presence of obvious metastases 


in the distal third of the stomach in 23 cases, 
middle third in 10 and the proximal third in 
only 1. The pathologist described the tumor as ex- 


seems reasonable to conclude that total gastrectomy 
was indicated in many of these 11 patients with ex- 
tensive tumors, if not in all. A thoracoabdominal or 
transthoracic gastrectomy was performed in 6 cases. 
Five of 46 patients with resections have survived for 


hemorrhage 
after operation; autopsy demonstrated no residual 
carcinoma. Four additional patients are surviving, in 
apparent good health, three and a half to four years 
after operation. 

Thus, the five-year cure rate is 4 per cent for all 
hospitalized patients. The operative mortality was 31 
per cent for the entire series but has naturally been 
reduced steadily (8 per cent in the small number of 
operations done since 1950). Frequently, a rate of 
10 per cent or less is cited for operations during a 
more recent five-year period. Abrahamson and Hin- 
ton*® reported an operative mortality of 62 per cent 
in a series of operations between 1939 and 1945. 

The anatomic location of the stomach does not per- 
mit such wide excision of adjacent structures as may 
be possible in carcinoma of the oral or pelvic cavity. 
Gastric carcinoma tends to metastasize early and 
widely by direct extension, by lymphatic and blood- 
vessel invasion, and by gravity seeding of the peri- 
toneum. Meissner®® describes blood-vessel invasion in 
56 per cent of surgically resected specimens. Allison 
and Borrie™ outlined the potential zone of available 


attack to his ability and facilities, 


GASTRECTOMY IN A COMMUNITY HOSPITAL — HINCHEY 


ions concerning 
noma at the Salem Hospital: 


The precursors of gastric carcinoma must be ob- 
served more closely and operated on more often. 
All gastric polyps should be operated on immedi- 
ately. Routine gastric aspirations are essential both 
for the determination of acidity and for cytologic 
examination. There is place for an occasional ex- 
ploratory laparotomy and partial distal gastrectomy 
on some patients with gastric anacidity and mucosal 
irregularity in whom a final preoperative diagnosis 
cannot be made by x-ray survey. Gastroscopy 
should be employed more often in this hospital. 
Immediate gastrectomy is desirable for many but 
not all gastric ulcers. Carcinoma contained within 
the stomach may be cured by a reasonably safe pro- 
cedure; carcinoma that has metastasized to lymph 
nodes is cured infrequently unless the involved 
lymph nodes are in close proximity to the primary 
tumor. Gastrectomy, partial or total, must be per- 
formed on the 10 per cent of patients whose le- 
sion may be extensive within the stomach itself 
but without detectable spread elsewhere (Stout“). 
More stomach and more of the surrounding gas- 
tric bed should be excised than has been customary 
in previous years at this hospital. Total gastrectomy 
should be em more often. A thoracoabdomi- 
nal incision should be employed more frequently. 
Frozen-section diagnosis is occasionally necessary to 
determine that the margins of the resected gastric 
specimen are free of tumor, total gastrectomy being 
required when such margins are not obtainable. 
The entire greater omentum should be excised, 


are rarely cured; extensive dissection in the effort 


73 
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Organs such as the liver and pancreas, y 2e of gastric carci- 
which inadequate margins of stomach wall on each 
side of the gross carcinoma had been obtained. It 
over five years without evidence of recurrence. One 
thus ensuring removal of lymphatic structures along 
the greater curvature of the stomach. Excision of 
the lesser omentum should be generous; however, 
in the experience at this hospital, complete dissec- 
ym c sp as extending Irom the umbilicus tion along the porta hepatis or around the celiac 
above the collar bone. Lymph-node metastases have axis would be too dangerous, with small promise 
already occurred by the time gastrectomy is per- of lasting cure if metastases had already occurred 
formed in 75 per centꝰ to 85 per cent®® of the cases. to lymph nodes at this distance from the primary 
Valid comparison may be made between carcinoma tumor, A generous amount of duodenum or esopha- 
of the tongue and cervix and pulmonary or gastric gus should be removed for tumors grossly in prox- 
carcinoma. Many patients die of uncontrolled can- imity to the pylorus or the cardia, A wide circle of 
cers of the tongue or cervix still confined above the lymphatic structures in proximity to the primary 
clavicle or below the pelvic brim at the time of death. growth must be excised — patients in whom dif- 
However, in only about 10 per cent of uncontrolled fuse lymph-node metastases have already occurred 
gastric carcinomas is the tumor still confined to the 
stomach or the immediate, resectable environs at the 
time of autopsy. In many organs radiation therapy 
plays an auxiliary or principal part, but no form of perior border of the panc 
treatment except surgery is of value in gastric carci- of the spleen, beneath the 
noma. Therefore, the surgeon should familiarize him- head of the pancreas, disti 
.. self with newer accomplishments in the surgery of of gastrectomy. More to 
gastric carcinoma such as total gastrectomy, thoraco- bulky or diffusely spreadi 
abdominal gastrectomy and compound gastrectomy, cated ; both the spleen and 
adapting these more recent extensions of the surgical creas should probably be i 
ee cision, but this extensive 


quired in less than 25 per cent of all cases at this 
hospital. So-called “compound gastrectomy” for 
the occasional locally invasive carcinoma involving 
adjacent resectable structures such as the colon and 
the tail of the pancreas offers the best palliation, 
and rare cases may be cured. 


Precursors or Gastric CaRcINOMA 
Results of surgical treatment of obvious carci- 


Gastric ulcer is not listed as a precursor because I be- 
lieve that carcinoma rarely develops in a benign ulcer, 
Gastric Polyp 


This lesion provides excellent opportunity for pro- 
phylactic surgery as demonstrated by A. S., aged sixty, 
in whom x-ray examination demonstrated a 

gastric polyp in 1939. Gastric acidity was not deter- 
mined. Seven years later gastrectomy was performed 
for extensive carcinoma, It seems probable that the 
lesion was only a benign polyp seven years earlier. Pa- 
tients with gastric polyps are frequently 

In the 


examination. Prompt resection of 


further delay for more accurate diag- 
nosis, which might entail additional months of delay. 


Gastritis 
In 3 patients a diagnosis of diffuse gastritis had 


Atrophic gastri 
— 2 Judd“ has described changes 
indicative of severe chronic gastritis, with ultimate 
atrophy of the mucosa and diminished to absent acid- 
ity, in frequent association with carcinoma. Atrophic 
gastritis signifies parietal- cell atrophy in the mucosal 
layer and not interstitial lymphocytic invasion. Di- 
minished or absent acidity is frequently found. Gas- 
troscopy with biopsy is of considerable value, accord- 
ing to Benedict.“ Wangensteen“ estimates that gas- 
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tric carcinoma has exisited for about twenty months 
before appearance of symptoms. Thus, adequate ob- 
servation of all patients with atrophic gastritis may 
permit earlier recognition of still localized carcinoma- 
tous degeneration in occasional cases. 


Tae Utcer — Cancer Prosiem 


Two alarming experiences with small ulcers along 
the lesser curvature in patients were 
sized in the first part of this study, It is obvious that 
immediate 


tion, acidity and re- 
sponse to brief treatment) and available facilities (the 
surgeon, the the operating room and the 
mortality in the local hospital). At the Mayo Clinic 
it has been found that “the small gastric carcinoma 
with features suggestive of benign gastric ulcer has 
the best prognosis after gastric resection. 

At the annual meeting of the American College of 
Surgeons in November, 1954, Cooper® stated that 
cytologic study with the abrasive balloon had been 
accurate in 89 per cent of 400 cases. Benedictꝰ“ re- 
ported that gastroscopic examination was helpful in 
73 per cent of 184 ulcer-cancer problems, The avail- 
ability of biopsies through the has great- 
ly increased its value. Pack“ states that at the Me- 
morial Hospital all the surgeons on the gastric serv- 
ice perform their own gastroscopies. Unfortunately, a 
great many smaller hospitals lack the service of a 
tration of the limitations of 


Difficulty in diagnosis and management of ulcera- 
tions located high in the stomach was illustrated by a 
patient who underwent a convalescence 


after total gastrectomy for a large proximal gastric 


ulceration. Since it was not possible to determine the 


benign nature of the ulcer at operation, the surgeon 
performed total gastrectomy. In 100 similar cases, 
Harvey“ has inserted a si into the stom- 
ach, obtaining multiple biopsies around the ulcera- 
tion; he reports only 3 errors in these 100 cases. If 
such a relatively inaccessible ulceration can be demon- 
strated to be benign, a distal partial 
(Madlener) may be done with anticipation that even 
such a large ulcer will heal. Colp* expresses his pref- 
erence for a distal gastrectomy, especially when the 
patient is a poor risk. There can be little doubt that 
cardiectomy is the more desirable procedure when the 
patient’s condition and the surgeon’s competence per- 
mit it. 

In my opinion a gastrectomy should be performed 
in at least 50 per cent of cases at this hospital (pres- 
ent rate, 22 per cent.) 
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ment of acknowledged precursors of gastric carcinoma 

(polyps, anacidity, with or without pernicious anemia, : — 

* tive, Patients in this hospital. Nevertheless, the decision 
— — — I — for operation must be made on an individual basis in 
cent of gastric polyps have proved to be malignant on 
microscopical examination. 

Pernicious Anemia 

Only 1 patient with long-standing pernicious ane- 
mia with anacidity in whom gastric carcinoma super- 
vened was encountered The incidence of carcinoma 
in patients with pernicious anemia ranges around 10 
per cent. Certainly, periodic x-ray examination of pe view 18 like 100 g through a yard-long key- 
such patients twice a year would be ideal. Any lo- ” 
calized proliferation of mucosa or irregularity would 
call for additional procedures such as cyto 
gastroscopic 
evidence of abnormal epithelial proliferation, without TO 
months before gastrectomy for proved carcinoma. 
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Lympn-Nope METASTASES 


The most important factors i long sur- 
vival are the percentage of resectability in a group of 
cases and the presence of lymph-node metastases in 
individual cases. Lymph-node metastases were not 
found in 4 of 5 patients surviving over five years. A 
limited sleeve resection of the midportion of the stom- 
ach had been done in 1 of these cases because of age 

(eighty years). Neither vascular invasion nor lymph- 
node involvement was found. Welch“ considers that 
the prospect for cure is slight, once metastases have 
occurred, regardless of the extent of lymph-node ex- 


ity to the primary 
tumor is essential. Welch and Allen* cite a five-year 
cure after only local excision because of early dis- 
covery of metastasis in an adjacent lymph node. This 
experience emphasizes the fact that localized carcino- 
ma occasionally may be cured without heroic surgical 
effort if neither blood-stream invasion nor distant 
lymphatic metastases have occurred. Unfortunately, 
metastases in proximity to or remote from the pri- 
mary tumor have already occurred in 85 per cent by 
the time of operation.“ 

Stout and Horn," in their study of 143 autopsied 
cases, demonstrated that 10.5 per cent of carcinomas 
without previous gastrectomy had neither metasta- 
sized nor extended outside the stomach wall. The sur- 
geon must remember this fact when confronted by an 
extensive tumor within the stomach but without evi- 
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Margins of resection were not sufficiently far away 
from the gross extent of the tumor in many of the 


cases in this series, although more adequate margins 


. McNeer et al.“ concluded that cancer 
had been left behind in adjacent stomach wall in 50 
per cent of 96 collected cases coming to autopsy at 
some time after subtotal gastrectomy had been done 
with the hope of cure. Residual carcinoma was dem- 
onstrated in the duodenal stump in 10 per cent and 


in resectable ic nodes in an additional 20 per 
cent. Thus, failure of local control of carcinoma was 
demonstrated in 80 per cent of these collected au- 


topsies on postoperative patients. There is little dis- 
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ee The stomach is extensively resected, only a small 
remnant of cardia being left. With the exception of 
the cardia, there is no difference between this opera- 
tion and total gastrectomy so far as completeness of 
| dissection of perigastric lymphatics is concerned. Some 
surgeons perform routine total gastrectomy for all 
gastric Others“, To prefer subtotal gas- 
trectomy for carcinomas grossly contained in the dis- 
tal third of the stomach, reserving total gastrectomy, 
splenectomy and partial pancreatectomy for carci- 
nomas located in the middle or proximal third. 
Sweet“ seriously considers this more extensive pro- 
— rtant to appreciate t extensions 
erous amount of lymph - node- bearing tissue from — subtotal gastrectomy, advocated 
within the past decade, are not merely linear exten- 
sions of the operation involving only the removal of 
more of the stomach but circular expansions in the 
. endeavor to encompass more lymphatic structures or 
adjacent resectable organs to which the carcinoma 
may have spread. 
The Stomach 
seeks a margin of 5 cm. In most cases it is possible 
to make a reasonably accurate estimate of the gross 
extent of the primary tumor. In about 15 per cent 
of tumors of the superficial, spreading variety “can- 
cerization of the mucosa“ or diffuse submucosal 
dence of surrounding invasion or metastases. spread may not be readily detected by the surgeon's 
eye or finger. Some years ago Allen proposed that 
ExpaNnpep, SusroraL GasTREcTOMY frozen sections were useful to confirm the absence of 
tumor at the margins of resection. However, Mar- 
McNeer et al.“ state, “Many surgeons who per- shall and Uram* recently observed that microscopical 
form subtotal gastrectomy for duodenal ulcer apply examination of frozen-section material from the gas- 
erroneously the same technic to treatment of gastric tric or duodenal wall may not be too reliable. Figure 
cancer.” Ochsner“ has referred to many gastrec- 4 demonstrates that about 70 per cent of carcinomas 
tomies as “good-sized biopsies.” He emphasizes the are located in the distal third of the stomach. The 
need of accurate definition of subtotal gastrectomy lymphatic drainage from the stomach is cephalward 
for carcinoma in contrast to the subtotal gastrectomy with the exception of tumors located close to the 
for ulcer. The earlier operative records at this hos- pylorus. Carcinoma rarely invades the duodenal wall 
pital reveal the limited extent of many gastrectomies. for a greater distance than 2 cm. Therefore, an ade- 
Ochsner and Blalock® propose the term, radical sub- quate margin of normal proximal stomach or duo- 
total gastrectomy.” In one sense the terms radical and denum is usually available without cutting across in- 
subtotal are contradictory; in most organs the ade- vaded lymphatic channels. Much of the dispute 
quate operation implies total removal of an organ. about routine or frequent total gastrectomy revolves 
They define the extent of the radical subtotal gastrec- about this degree of spread of carcinoma within the 
tomy as the removal of all the first portion of the duo- 
denum and all the lesser curvature up to the cardia; 
removal of all the greater omentum up to within 5 
or 6 cm. of the cardia; removal of all the gastro- 
hepatic omentum, the gastrocolic omentum and the 
greater omentum; and careful dissection of and re- 
moval of the lymph nodes along the lesser curvature, 
vessels, the subpyloric nodes, the subhepatic nodes, 
the gastrolienal nodes and the paraesophageal node. 6 


pute about the disheartening frequency of lymph- 
node metastases at the time of operation. There is, 
however, much less agreement about the frequency 
of residual carcinoma in the gastric wall after an 
apparently adequate subtotal gastrectomy. Allen,” 
Stout?“ and Walters et al.“ maintain that persisting 
carcinoma encountered at autopsy after gastrectomy 
was rarely found within the stomach but 

such persisting carcinoma in the stomach remnant in 
only 4 of 32 cases. 


4. Location of Carcinomas 
tions (Reproduced from Stout with 
Publishers 


In some cases at Salem Hospital the stomach was 
so extensively involved that margins of 5 cm. were 


sion of surrounding lymphatic structures, which can 
usually be carried out ‘nore readily if the initial epi- 
gastric incision is prolonged across the costal margin 
into the pleural cavity. It may be unnecessary to in- 
cise much of the diaphragm since in many cases the 


The Omentum 


There is no dissension about complete 
of the greater omentum. However, there is 
for discussion about extent of removal about 
lesser omentum, including dissection of the 
hepatic lymph nodes around the porta 
the celiac axis. A painstaking dissection is 
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gain, if metastatic cancer cells have already lodged 
in these relatively inaccessible lymph nodes. 


Ficure 5. Zonal Distribution of Lymph-Node Metastasis in 
5 Cancers Arising in the Distal Se —2 Additional 
Patients Had No Metastases ( pra vg from Sunderland 
Publishers). 


et al. with the Permission of the 
this study had been deemed i because of the 
proximity of the tumor to the esophagus. Within the 
past four years portions of the esophagus have been 
resected in addition to the primary gastric tumor. 
Lymph-Node Excision 
The great frequency and wide di of lymph- 
node metastases has been ably demonstrated? (Fig. 
4-7). Sunderland et al.“ showed that cancers of the 
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The Duodenum and Esophagus 
Within the past decade increasing emphasis has 
been placed on the necessity of removal of adequate 
portions of esophagus or duodenum when the tumor 
is in proximity. These tumors invade the esophageal 
mucosa or the duodenal submucosa readily. It was 
not customary to remove a generous portion of the 
duodenum at this hospital during the first half of 
this period. Too often a narrow strip of duodenum 
beyond the pylorus was removed for carcinoma lo- 
cated in the distal third of the stomach in which the 
4 proximal line of transection was placed well above 
r the tumor site. Similarly, when the primary location 
42A... ‘ was high in the stomach, inadequate proximal mar- 
pylorus 2K „ „„ oo off cord gins had often been obtained. Cases not included in 
fe 
0 
de 
3 
in 120 Gastric Resec- 
In such cases there is now wide agreement about the 
desirability of total gastrectomy with generous exci- 
cardia and lower end of the esophagus may be ade - O o 
quately exposed by retraction of the divided costal 2 
margins.“ It is interesting that in their study of the 8383830 
dimensions of surgical specimens from 60 patients — Se: 8 
surviving 5 years or longer after ieee” Har- = 
vey et al.“ could not determine statistically that it * pad 
was important to keep the plane of excision a gen- 
erous distance away from the growth within the stom- 
ach; in 18 cases the line of excision was less than 
2 cm. from the tumor. Yet they concluded that 
such narrow margins of excision could not be rec- 
ommended. 
ision 
m 
the 
sub- 
and 
dif- 
ficult and dangerous, with little promise of lasting 
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distal third of the stomach have spread principally 
to superior and inferior nodes along the curvatures of 
the stomach in addition to the subpyloric nodes, which 
are subduodenal and subpancreatic as well. Stout“ 
points out that in carcinomas of the distal third of 
the stomach metastases to peripancreatic nodes lead 
to failure more often than invasion of the deeper 
layers of the duodenum. 

Three other groups of lymph nodes challenging the 
surgeon’s skill and the patient’s survival are those 
around the left gastric artery and celiac plexus, the 
pancreaticolienal nodes along the superior border of 
the pancreas extending to the hilus of the spleen and 
the paracardial nodes encircling the upper end of the 
stomach. Lymph-node metastases are more frequent 
and more widely dispersed from cancers in the proxi- 
mal and middle segments of the stomach.“ McNeer™’ 
is convinced that metastases to the pancreas and 
splenic pedicle are so frequent in carcinoma of the 
proximal three quarters of the stomach that disease is 
inevitably left in the abdomen unless the left side of 


a 


Ficure 6. Zonal Distribution of Lymph-Node Metastasis in 

8 Cancers Arising in the Middle Segment —2 Additional 

Patients Had No Metastases (Reproduced from Sunderland 
et al. with the Permission of the Publishers). 


the pancreas and the spleen are removed with the 
stomach 


The five-year cure rate ranges around 50 per cent 
when no metastases to lymph nodes are detected but 
drops to around 10 per cent when nodes are involved. 
It has long been recognized that the stomach is a dif- 
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ficult organ on which to carry out a good cancer op- 
eration. It is virtually impossible to map out a pro- 
cedure that will remove all involved lymph nodes. 
Hence, Wangensteen et al.“ make a trial of their “sec- 
ond-look procedure.” Persisting carcinoma in resect- 
able lymph nodes was found in 22 of 39 patients at 
second operation (56 per cent). This “second look” 


Fioure 7. Zonal Distribution and Number of Cases 

Lymph-Node Metastasis in 16 Cancers Arising in the Pr 

mal Segment ( — oo Sunderland et al.” 
Permission of the Publishers). 


In | of the 2 cases of thoracoabdominal total gastrec- 
tomy, splenectomy and pancreatectomy in the series at 
Salem Hospital no enlarged lymph nodes could be 
seen or felt at operation. Yet every one of twelve 
nodes dissected by the pathologist was replaced 
metastatic carcinoma. Obviously, more lymph nodes 
will be removed in “radical subtotal gastrectomy” or 
compound total gastrectomy (including the spleen and 
pancreas). It is noteworthy that 3 early proponents 
of total or compound gastrectomy continue to advo- 
cate this vigorous surgical attack.“ 6. 77 

However, the two factors of cure and risk must be 
balanced. These radical operations would be valid in 
this hospital only if carcinoma that had already in- 
vaded lymph nodes, some of which might be remote 
from the primary tumor, could be cured in a signifi- 
cant number of cases without prohibitive operative 
mortality. It is worthy of re-emphasis that lymphatic 
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is not as successful in gastric carcinoma as in carci- 
noma of the colon. Little reliance can be placed on 
9 the size of the lymph nodes as indication of metastases. 


nodes is not possible without pancreatectomy 

splenectomy. Block dissection of lymph nodes around 
the celiac axis is difficult, dangerous and unrewarding 
in the i 


astatic nodes were located at a distance greater than 
3 cm. from the primary in 83 per cent; the margins of 
the gastric remnant had been proved to be free of 
tumor by frozen section at time of operation. 


Torat GasTrecToMy 


Enthusiasm for routine or even frequent total gas- 
trectomy appears to be diminishing. Marshall“! sees 
no need of it for carcinoma located in the distal por- 
tion of the stomach. He stated recently that total 
gastrectomy at the Lahey Clinic has ranged between 


steen (Arhelger) , Welch and Zollinger indicate that 
3 surgeons of this group propose total gastrec- 
f Colp, Marshall, Mc- 
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of the stomach in addition to extensive tumors not re- 
movable by partial gastrectomy. 

I appreciate that the spleen and a large portion of 
the pancreas must frequently be removed for tumors 
located in the imal half of the stomach. Not only 
are such tumors located in a relatively silent area of 
the stomach, so that the cancer is larger and of longer 
duration when discovered, but also metastases to pan- 
creaticolienal nodes are more frequent. 

However, partial proximal gastrectomy, together 
with splenectomy and partial pancreatectomy, seems 
to be a more logical and a safer procedure for us. An 
adequate length 


AK., a 65- 


posterior wall 
but not accepted by the 
— r study, 9 months later, 
e lesser curvature. At operation 
vember, 


25 


pancreas and spleen were removed. End-to-end 

revealed undifferentiated car- 


seen in December, 1954, the patient appeared to 
be in excellent health at 68 years of age.“ 


There was direct surface invasion of the tail of the 
pancreas. The margin of the distal stomach was free 
of tumor. Removal of the distal half of the stomach 
would certainly have added to the risk, with no prob- 
able gain. Moreover, a patient who has even a small 


tomy. 

It is apparent that more total gastrectomies 
fusely involved. It seems proper to state that the sur- 
geon who is unwilling to perform a total gastrectomy 
should not operate on any patient with gastric carci- 
noma since, in many cases, it is not possible to predict 
accurately the extent of operation that may be re- 
_— When disease in the stomach is sufficient to 


Compounp GasTRECTOMY 


This is a convenient term to designate an operation 
in which stomach and adjacent invaded organs are 
excised en bloc. MacDonald and Kotin“ advance 
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drainage from the distal stomach is more difficult to 

excise than that from the proximal end. Resection of 

the duodenum and head of the pancreas would be re- 

quired for an en-bloc removal of the subpyloric 

lymphatics. Block dissection of the pancreaticolienal 

Allen.“ , Thrombosis of the hepatic artery and por- 

tal vein occurs often enough to dampen enthusiasm 

for energetic dissection in the region of the celiac axis 

and its radicles. It is my conviction that one should 

make greater effort to excise lymph nodes around the of lymph nodes along both curvatures in the direction 

origin of the left gastric artery if the patient is not of the distal third may be done without compromise 

obese and if the carcinoma is in the proximal two- of circulation to the distal remnant. Obviously, total 

thirds of the stomach. It seems obvious that complete gastrectomy is indicated if metastases about the distal 

anatomic excision of lymphatic channels and nodes third of the stomach are suggested at operation. 

draining the various portions of the stomach is prac- „ 

tically impossible. Such an effort would certainly — year Sweee 

cause a — increase in the already high mor- 

tality. Harvey and Re Mine, Dockerty and Priest- 

ley®® advance strong argument against the value of 

extensive excision of remote lymph nodes. Harvey re- 

ported that, of 60 patients surviving for over five years 

after gastrectomy, no lymph nodes were involved in 

40, and only a few in 16. Only 4 patients were cured 

in whom three or more lymph nodes were involved. 

ReMine et al. state that, in 34 patients surviving for ™ : 

over five years, the metastatic urs were located — — —— —— 

within 3 cm. of the nearest portion of the primary 

growth in each case. In another group of 34 patients, 

all of whom died within a year of operation, the met- r 

high on the lesser curvature and tumors arising in the 

cardia require total gastrectomy, in his opinion. He 

believes that splenectomy should be performed in all 

cases of partial gastrectomy ſor carcinoma. Pack and Such additional excision would enlarge considerably 

Ochsner also urge a total gastrectomy for carcinomas the extent of removal of commonly involved lymph 

located in the proximal portion of the stomach. Per- nodes without greatly increasing the danger to the pa- 

sonal communications from Allen, Coller, Colp, Dun- tient. 

phy, Gray, Harkins, Longmire, Pack, Marshall, Mc- a 

Neer, Ochsner, and Pack employ total gastrectomy 

for carcinomas located in the proximal third or half _ «iis 
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the disturbing concept that more cures of gastric car- — Rf, and i 
Surg., Gynec, & Obst, . 80 
W. A. Malignancy of 


type of operation, It may be conjectured that bulky, 
locally extensive tumors that have spread through the 
stomach wall to invade adjacent structures have in a : 1. 
A. P. Tumors of the Stomach, Section 6, Fescicle 21. 108 
sense taken part in a biologic elimination in which ab- 1 D. cod Gram, ee Institute of 


gastrectomy 
casional patient since it offers the best form of pallia- 
2 recently called attention to the 
thst that ia 3 of 4 patents who ware ving and wall 
without evidence of disease over five years after op- 
eration, total gastrectomy with removal of the 
and pancreas had been done. The truth of Dunphy s 
comment is apparent: “These super-radical proce- 
will significantly increase mortality and morbidity.” 


SuMMARY 


A small series of 46 gastrectomies for gastric carci- 
noma is reported from a community hospital. The 
operative mortality for the fifteen-year period, which 
is high (31 per cent), has been reduced steadily to 


a reasonable rate during the past four years. 
The five-year cure rate is only 4 per cent of all hos- 
pitalized patients with gastric carcinoma. 
Certain personal opinions are expressed about the 
indications for and extent of desirable 
for carcinoma at this particular hospital. 
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MEDICAL PROGRESS 


DERMATOLOGIC THERAPY (Concluded) 
Joun Gopwin Downinec, M.D.* 


Sunsurn PREVENTIVES 


Although cutaneous eruptions from sensitivity to 
sunlight were first discovered over a hundred and 
fifty years ago, interest in this subject is recent. The 
discovery of the photosensitizers, especially the por- 
phyrins, twenty-five years ago aroused interest in 
systemic investigations of these cases. Undoubtedly, 
there is some particular sensitizing agent circulating 
in the blood of these patients. Why should people 
suffer from diseases ranging from a mild eruption 


tions, keratoses and cancer in adults, and diseases 
like xeroderma pigmentosa in children? 

It is known that certain drugs such as the sulfon- 
amides, coal-tar derivatives, dyes and some barbit- 
urates given parenterally sensitize the skin to sun- 
light. Most of these also produce photosensitivity 
when applied to the skin. Although most of these 
eruptions are temporary, there is always the danger 
that the serious disease, lupus erythematosus, may 
appear in the acute or chronic form. 

The large number of skin diseases caused by sun- 
light, ranging from urticaria to cancer, should be 
prevented, if possible. Therefore, any substance that 
will protect the skin is valuable. The military au- 
thorities are especially interested in this problem to 
protect the armed forces. They have formulated 
definite specifications for sunburn preventives. 

tween 2900 and 3170 A. U. Compounds that pos- 
sess the physical property of absorbing energy in this 
range have been investigated for their advantage in 
preventing sunburn. Kesten and Slatkin“ found that 
ointments incorporating 15 per cent para- aminoben- 
zoic acid and one containing 5 per cent cycloform 
(isobutyl para inob ) offered excellent pro- 
2 Each of the following ointments afforded 

little protection: 5 per cent menthyl orthoaminoben- 
zoate, 5 per cent of two parts menthyl orthoamino- 
benzoate and five parts ethylene glycol 
late, 5 per cent “heliophan” (homomenthyl — 
late), 10 per cent sunarome O“ (2-ethyl-hexyl sali- 
cylate), 5 per cent filtrosol A,” and 5 per cent “fil- 
trosol B” (salicylate family). Preliminary studies 
suggest that only a few sun screens and carbolated 


petrolatum protect the skin from half the 
radiation (10 minimal erythema doses) that might 
fall on a person on any given day. 

designed 


most as effective as tannic acid in preventing ery- 

thema when tested in equipercentage solutions. 
Under rigid statistical analysis, no significant dif- 

ferences could be established in the sun-screening 


tection but at the same time allow their users to de- 
velop a tan. They must not stain textile fabrics, and 
they must not be too greasy. 


This compound allows the skin to obtain a certain 
amount of tanning. The following is another excel- 
lent formula: 

Para-aminobenzoic acid 15 
Vanishing cream base qs 100 
However, I have seen a few cases of dermatitis 

from the local use of para-aminobenzoic acid. 

Iodine, which is an ingredient of some sun-screen 
lotions, may cause an extensive, serious eruption in 
those allergic to iodine. 

With the increasing vogue of sun-bathing and out- 
door activities, light sensitivities are frequent. There- 
fore, any substance that will increase tolerance to 
sunlight should be a boon. It was found that the use 


of quinacrine hydrochloride prevented recurrences 


234 
BOSTON 
— 
screening properties of a group of 5 compounds con- 
taining the substituted benzoic acid nucleus. The 
compounds were tested for their capacity to prevent 
erythema caused by exposure to the Hanovia direct- 
current ultraviolet lamp and to natural sunlight. 
Although all compounds tested exhibited erythe- 
— 1 — ma- preventing properties both tannic acid and para- 
to serious cutaneous diseases such as chronic or acute agents 
lupus erythematosus, pellagra and pellagroid erup- tested. The superiority of tannic acid was particu- 
P n 8 larly evident when comparisons were made on an 
equimolar basis. Para- aminobenzoic acid was al- 
properties of phenyl salicylate, menthyl anthralinate 
or glyceryl para-aminobenzoate. 
For popular use these preparations must give pro- 
I have tried many compounds, several of them 
formulated with members of the staff of the Massa- 
chusetts College of Pharmacy, In my experience an 
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in a person previously a victim of light sensitivity. 
Later chloroquine proved more effective and caused 
fewer side effects. Knox et al.** present data on 18 
patients with various types of solar dermatitis who 
were treated by different investigators with quina- 
crine or chloroquine. The dosage varied, but im- 
provement was noted in all the patients with light- 


acrine does, it appears to be equally beneficial in 
both lupus erythematosus and solar dermatitis. The 
amount of these agents required to prevent actinic 
dermatitis probably varies in each case. It is hoped 
that small amounts or even traces may be sufficient 
in these eruptions. As yet nothing seems to explain 
all the factors in the beneficial effect of these drugs 
on patients with actinic dermatitis. 

Cahn, Levy and Shaffer“ treated 16 patients with 


early summer of 1953, when the eruptions were at 
their height. After the disappearance of the erup- 
tions under medication, 14 of these patients had no 
recurrences for the remainder of the summer months 


one of the younger dermatologists of that city was 
asked why he tried chloroquine (Aralen) phosphate 
on an incurable skin disease. His reply was that in 
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was far too small for statistical evaluation. 
The drug was of no benefit in psoriasis. It appeared 
to exert an antipruritic or anti-inflammatory effect 
in a few cases of pruritic and eczematous dermatoses 
of various types. Chloroquine caused a severe derma- 
titis medicamentosa in 3 patients and a less severe 
eruption in 1. 


proquanil hydrochloride to 10 other patients with 
this disease. No response was obtained with the lat- 
ter compound, but in 2 patients treated with chloro- 
quine sulfate the lesions cleared completely. After 
this, chloroquine sulfate was used in 30 patients 
with chronic discoid lupus erythematosus. Tablets 

sensitive eruptions. Chloroquine diphosphate has a 

somewhat similar chemical structure to quinacrine, 

although it has one less benzene ring. Even though 

ment, their lesions clearing or healing completely. 
Another 9 had a satisfactory improvement. 

Tye et al.“ treated 26 patients with chronic dis- 
coid lupus erythematosus with 7-chloro-4- (4-diethyl- 
amino-1-methylbutylamino) quinoline (chloroquine) 
in the phosphate form (Aralen phosphate). Four of 
these patients had previously been treated with Dara- 
prim (2:4-diamino-5-[p-chloropheny]]-6-ethylpyrimi- 

the prurigo-aestivalis type of polymorphous light dine), with no objective evidence of improvement. 

2 ee sc. n were wil 
— — — daily for two days, 1 tablet 
three times daily for two days and then 1 tablet 
twice daily; the dosage was then dropped in some 
patients to 1 tablet daily as the lesions cleared or 
: ; . were tly improved. The remaining 13 patients 
(second dosage schedule) were given 1 tablet (0.25 
— Hemme gm.) three times daily for two weeks, 1 tablet twice 

to ordinary salt and that it is not affected by cook- daily for one week and then 1 tablet daily as a 

ing. It is now being shipped to remote areas in |... dose. In 13 (5 on the first and 8 on 

Brazil to help prevent malaria.** Perhaps this salt a ; 

574. —— the second dosage schedule) the lesions completely 
mixture might be a good preventive against ill ef- cleared. The other 13 showed improvement con- 
fects of eunlight on Hight-consitive persone. tinuing for six and seven months after institution of 

At a recent dermatologic session in Philadelphia, treatment. The greatest degree of improvement 

seemed to occur in the first month in some patients, 
and the rate of progress was slow but gradual for 
several weeks thereafter. There were recurrences in 

Philadelphia it seemed to be the cure-all rer Most Z patients, who were placed on maintenance therapy. 

dermatologic diseases. Its success in many cases of Undesirable side effects were observed in 3 patients; 

chronic lupus erythematosus has been excellent. 1 had headache after 3 tablets daily, another com- 

Pillsbury and Jacobson“ treated 16 patients with plained of nausea and dizziness while receiving 3 

chronic discoid lupus erythematosus by administra- tablets daily, and a third had nausea, dizziness and 

tion of chloroquine (Aralen) diphosphate in daily diplopia after 2 tablets daily. All symptoms disap- 
doses of 0.25 to 0.5 gm. Clinical effects were gen- peared when the dosage was decreased. 

erally very good, equal or superior to those obtained Ayres and Ayres“ state that chloroquine, tested 

with quinacrine (Atabrine) therapy. empirically in several dermatoses, was effective in 

During a period of observation varying from four some cases of lichen planus and verruca but failed 
to ten months after the initiation of chloroquine in others. The number of favorable responses in 
therapy, no significant toxic effects were noted. The these two conditions was sufficient to encourage 
absence of pigmentation, which is a highly objec- 
tionable feature of quinacrine therapy, is a great 
boon. 

Harvey and Cochrane“ state that, after quina- 

crine hydrochloride had proved effective in the 

treatment of lupus erythematosus, they decided to 

try other antimalarial drugs. They gave chloroquine 

sulfate to 10 patients with lupus erythematosus and 
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Rogers and Finn“ list some of the side effects of 


ment. Isolated cases of headache, nausea, giddiness 


five-year period with e 


Farber and Driver* state that the mode of action 
of quinacrine may be explained in one of three ways: 
by a reduction in light sensitivity of the skin, by an 
action similar to that of ACTH and cortisone or by 
antagonizing adenyl compounds in the lesions of 
chronic discoid lupus erythematosus. 


FUNGICIDES 


Many new remedies have been introduced for the 
treatment of fungous diseases. A few have shown 
themselves to be of some value, but many have been 
useless and even harmful. Ungerman and Unger- 
man“ report 2 cases of cerebral intoxication in chil- 
dren suffering from and treated by local 
application of a 5 per cent asterol dihydrochloride 
tincture and an ointment containing 5 per cent sali- 
cylic acid and 10 per cent sulfur. Nine days after 
institution of treatment visual and auditory halluci- 
nations occurred; the children were apathetic, dis- 


turbance. — symptoms disappeared, without 
special treatment, within a few weeks of discontinua- 


tion of cutaneous treatment. It is contended that the 
symptoms were attributable to asterol, since salicylic 


ed out that asterol should not be used unless under 
careful control, particularly in the treatment of chil- 
dren. 


Infections of the skin due to Trichophyton ru- 
brum are most difficult to relieve. Most cases show a 
dry, scaly eruption on the skin, frequently on the 
palms and soles. The nails are often involved, with 
destruction of the nail tissue. Thompson* reviews 
observations on 39 patients with ringworm of the 
skin of the hands and fingernails caused by T. ru- 
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brum. Nearly all patients complained of pruritus of 
the hands, together with stiffness and dryness. The 
results of therapy were disappointing, although most 
patients were co-operative and diligent in carrying 
out the prescribed treatment. Seventeen patients 
used a routine consisting of the inunction of 3 per 
cent thymol, salicylic acid and benzoic acid in 
aquaphor at bedtime and sleeping with thin cotton 
gloves covering the hands. Infected nails were filed 
daily. Only 3 of these patients are known to have 
negative cultures and clinically well hands. Twenty- 
two patients followed the same routine except that 
1,8-dihydroxyanthranol ointment was used, starting 
with a concentration of 0.1 per cent and increasing 
to 0.25 per cent and even 0.5 per cent as tolerance 


— 2. 
nitro-2-bromo-1-methoxy-1-phenyl-propane. Eighty- 
one patients with mycotic infections of the glabrous 
skin were treated with a vanishing-cream-type base 
containing 1 per cent of the new fungicide. Of 48 T. 
rubrum cases (without nail involvement) 33 were 
cured, 12 were improved, and 3 were uni 
The treatment period was three to thirteen weeks. 
No primary irritation or allergic reactions were seen, 
but a 2 per cent concentration proved to be mildly 
irritating in some cases. Secondary infections were 
no contraindication to the use of the new compound. 
The fungicide is considered of greatest value in the 
often recalcitrant T. rubrum infections. 

In 1953 Rothman*’ the disappearance of 

is due to T. rubrum in 3 of 9 patients 
after prolonged treatment with lithium bromide, a 


in 32 patients with T. rubrum infection, with cure in 
2 cases and definite improvement in 19. 

In the past year in private practice I have seen 
more cases of tinea capitis in children than in any ~ 
previous years. These patients have had many 
months of varied treatments, and all the parents 
have refused to allow x-ray epilation. These cases 


tion and in some areas children are unnecessarily ex- 
cluded from school. Therefore, continued efforts are 
made to find a good fungicide. 

Rosenthal et al.“ tested ointments containing 2 
and 5 per cent concentrations of Di-Paralene (chloro- 


philic petrolatum. As a control, gauze patches im- 


twice daily, some patients complained of blurring of 
vision. However, on 0.25 gm. daily the side effects 
were seldom of such magnitude as to interrupt treat- 
and abdominal pain were noted. 

Fonzari,“ in Brazil, reports his experience in a 
D hydrochloride in the 
reatment 8 patients with pemphigus foliaceus. . 
Of these, 87 reached the regressive stage, and 6 be- 
came free of progressive lesions. When the regressive 
stage is reached, the administration of the drug may 
be discontinued, the disease going on by itself to a 
clinical cure. Only 17 patients showed toxic effects, 
the most serious being psychosis in 3 and lichen 
planus in 1. All these effects were reversible. Of 18 
patients who died, in only 4 would it have been pos- 
sible to suspect a toxic action of quinacrine on the 
heart. 

ö—Rʃ˙t 
8 anc stero 7 e ylamino- 
6-[B-diethylaminoethoxy]-benzothiazole) dihydrochlo- 
ride and a nail lacquer containing lithium bromide 
and asterol base. Kesten et al.“ used this technic 
oriented and finally somnolent, and the younger 
patient had tonic and clonic spasms in addition. 

a to tne ysician because 
acid primarily gives rise to rointes a successful result depends on thorough co-operation 
ances, which were lacking in these cases. It is point- of the parent. The patients eventually get well, but 

cyclizine hydrochloride). These were prepared for 

topical application in the standard U.S. P. hydro- 

̃ĩ 

pregnated with Di-Paralene were applied for forty- 
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eight hours to the inner surface of the forearm of 
197 volunteers. No local reactions were noted after 
the removal of the patch. This ointment was evalu- 
ated in 29 children with tinea capitis. Of 15 children 
treated with 2 per cent Di-Paralene ointment, only 
2 could be classified culturally and clinically as 
cured. Of 14 children treated with 5 per cent oint- 
ment, 11 showed an initially favorable response, but 
only 6 were classified as cured. 


compound will be the answer to fungous infections. 


A copper undecylenate was apparently 
in the treatment of a series of cases of ringworm of 
the scalp.*° 
1 rare, can occur in New 
England.“ It can be a serious disease involving the 
A bones. Sutliff Kyle and Hobson** 
state that stilbamidine and 2-hydroxystilbamidine 
are an improvement over former treatment of the 
systemic type of North American blastomycosis. 
They advise caution in the use of these drugs. 


Isomazm 


In 1912 two German chemists produced isonico- 
tinic acid hydrazide, which is now called isonico- 
tinyl-hydrazine or isoniazid. In 1945 two Frenchmen, 
Huant and Chorine, presented separate reports on 
the antituberculous activity of nicotinamide. The 
action of this substance against the tubercle bacillus 
was rediscovered by two Americans, McKenzie and 
Kushner, in 1948. In trials of isoniazid in pulmonary 
tuberculosis the earliest clinical investigators gave 
this drug alone to several patients with advanced 
and therapeutically unresponsive disease. They ob- 


served x-ray, clinical and laboratory improvement, 
consisting of lessened cough, lowered temperature, 
counts, some negative sputums and increased weight. 


The first report on the use of isoniazid therapy in 
cutaneous tuberculosis came from Bonn, Germany, 
where several previously unresponsive patients with 
tuberculosis cutis of the luposa, verrucosa, colliqua- 
tiva and papulonecrotica types attained good heal- 
ing and had no untoward reactions with oral admin- 
istration of doses of 5 to 10 mg. per kilogram of body 
weight per day. 

The effect of isoniazid therapy was studied by 
Holsinger and Dalton“ in 8 cases of tuberculosis 
cutis, including 3 of the luposa, 1 of the colliquativa, 
2 of the papulonecrotica and 2 of the micropapular 
type of this disease, and in 2 additional cases of 
sarcoidosis. In the true tuberculoderms 2 patients 
with tuberculosis cutis luposa and 1 with tuberculo- 
sis cutis colliquativa obtained excellent therapeutic 
bination with streptomycin or dihydrostreptomycin. 
However, another patient with tuberculosis cutis 
luposa showed an incomplete response to isoniazid 
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Cormia et al.“ gave isoniazid (Nydrazid) to 7 pa- 
tients with lupus vulgaris, to 2 with 
to 15 with tuberculid, to 7 with leprosy, to 4 with 
sarcoid and to 14 with miscellaneous conditions. The 
drug had a decidedly beneficial effect in all 9 cases 
of lupus vulgaris and scrofuloderma. The response 
of tuberculid to therapy was poor in 11 cases, excel- 
lent in 3 and satisfactory in 1. In 3 cases of lepro- 
matous and one of indeterminate the disease 


leprosy, 
responded satisfactorily after three to four months of 


237 
and diliydrostreptomycin. In the last 2 cases of 
tuberculosis cutis papulonecrotica 1 patient had 
prompt and complete disappearance of his lesions 
with isoniazid combined with dihydrostreptomycin, 
and the lesions remained clear after discontinuance 
of therapy. The condition of the other patient has 
worsened during treatment with isoniazid combined 
with streptomycin and para-aminosalicylic acid. Of 

: the 2 patients with micropapular tuberculid both 
| showed a slow response to isoniazid therapy alone, 

ö imp t and the skin of one of them was es- 

sentially clear. In the 2 cases of sarcoidosis there was 
no cutaneous improvement after administration of 
‘soniazid al 

Erythema induratum (tuberculosis indurativa), a 
persistent nodular eruption of the legs in young 
women, is very resistant to treatment. Pasieczny™ 
reports on 10 women between nineteen and fifty- 
three years of age who were treated with streptomy- 
cin and isoniazid. These cases were selected from a 
larger group, which may be clinically similar (ery- 

— thema nodosum and nodular vasculitis, with a dura- 
tion varying from six months to nine years). The 
distribution of the lesions was typical in 6 cases; in 
3 there was a wider distribution, involving the thighs 
and buttocks in addition. In 1 case only one leg was 
involved. Full-scale physical examinations and blood 
investigations revealed no abnormalities. The biopsy 
in each case showed the typical histologic appearance 
associated with erythema induratum. All patients 
were treated as outpatients. All cases had previously 
been given various ointments, ultraviolet-lamp thera- 
py and a vitamin K preparation (tablets Synkavite), 
and 1 received penicillin injections and para-ami- 
nosalicylic acid. From the 10 cases treated, an ex- 
cellent initial response was obtained in 9 and mod- 
erate improvement in 1. 

Cotinazin, a brand of isoniazid, was given by 
mouth to 7 patients with chronic lupus erythemato- 
sus in doses of 50 mg. three times a day. The effect 
was similar to that in patients with tuberculosis — 
namely, a marked tonic and alterative effect. Isoni- 
azid was given to 7 patients with chronic lupus 
erythematosus, of whom 2 had disseminated and 5 
discoid lesions. In only 2 cases was there definite 
objective improvement; this was not, however, of 
any remarkable degree. 


What apparently helps 1 patient with psoriasis is 
a failure with the next. Several pancreatic extracts 


have been tried in recent years, with suc- 
cess. Some of the patients have felt better, but there 


tion. The 1954 literature contains over a hundred 
kinds of treatment for psoriasis. Only one writer“ 
reported that a drug was valueless — glucuronic 
acid. This drug had been given a therapeutic trial in 


four weeks of treatment, and the cholesterol content 
of the blood was below 300 mg. per 100 cc. In 15 
cases there was good response after longer periods of 
treatment, up to three months; in 7 of these cases 
the cholesterol content was below 300 mg., and in 8 
it was 300 mg. per 100 cc. or above. In 4 cases in 
which good response occurred the skin cleared com- 
pletely and the blood cholesterol was below 300 mg. 
per 100 cc. 

When a new drug is introduced, it is rapidly tried 
on many conditions unrelated to the original disease 
for which it was found to be of value. Eventually, 
everything is tried in cases of psoriasis. Rein and 
Goodman,“ in an attempt to evaluate the efficacy 
of reserpine, a pure crystalline alkaloid of Rauwolfia 
serpentina, a small shrub indigenous to India, gave 
60 patients an average dose of 0.25 mg. four times 


e Of 30 patients 


quillizing qualities in patients with dermatoses af - 
fected by a psychogenic or emotional tension factor 
make it another valuable aid for the armamentarium 
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of the dermatologist. I tried Serpasil on 10 patients, 
but stopped it when 2 patients with a mild psoriatic 


( 
the treatment of patients with cutaneous eruptions. 
Two recent reports confirm this statement. One® 
suggests caution in the follow-up study of patients 
treated with this drug. 

The other“ reports 24 cases, the average dose 
being 400 mg. a day given orally or intramuscularly. 
Two of these patients showed clinical jaundice, 
i after discontinuance of 


which disappeared 
the drug. In 3 patients an itchy, erythematous, 
papular on the trunk and upper 


eruption 

and lower extremities. Itching was pronounced, and 
urticarial wheals appeared after scratching (dermo- 
graphism). One patient, whose skin was ordinarily 
more sensitive to the sun, manifested marked redness 
of the face, neck and dorsal surfaces of the hands, 
and edema developed under her eyes after exposure 
to the sun and after she had been on Thorazine for 
two weeks. One patient had a slight edema of the 
face after exposure to the sun and after she had 

ect?) 

Tar given locally and ultraviolet radiation, com- 
bined with reassurance, are still the therapy of choice 
for most patients with psoriasis. 

CONDITIONS 

able popularity as a shampoo in the relief of per- 
sistent seborrhea of the scalp. An ointment of 1 per 
cent selenium sulfide was tried by Ayres and Ayres® 
for the treatment of seborrheic dermatitis. They ad- 
vised caution in its use. A 1 per cent solution ag- 
gravated the eruption, and with 0.5 per cent there 
were few cases of irritation. 

I recently saw 2 cases of acute dermatitis of the 
scalp that followed the use of a shampoo containing 
selenium sulfide. This only proves that every drug ~ 
is potentially allergenic to some person. 

Tronstein® states that although certain of the 
oxyquinoline derivatives, such as Vioform and Quin- 
olor compound, have been known to be useful as 
topical therapeutic agents in pyodermas and related 
conditions, the cyquinaldine products are 
not so well known in this country. He states that 
dich Idine (Sterosan) appears to be a 
satisfactory addition to the field of topical therapy 
in dermatology. It is of greatest usefulness when 
employed in conditions in which infection by gram- 
positive, actively reproducing micro-organisms either 
In Tronstein’s experience it appeared to be less 
sensitizing than a related oxyquinoline 


5-chlor-7-iodo-8-hydroxyquinoline (Vioform). 
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continuous therapy. There was no response in 3 
cases of tuberculoid leprosy. The drug was not of C00 
benefit in 4 cases of sarcoid, 3 of dermatitis herpeti- eruption manifested a genera psoriasis. 
formis (Duhring’s disease), 7 of chronic discoid and I have advised physicians to be careful in prescrib- 
1 of chronic disseminated lupus erythematosus. 
Tuerary ron Psoriasis 

is not sufficient evidence to recommend such therapy. 
Occasionally, a patient became worse under medica- 
tient who showed diminished scaliness five weeks af- 
ter treatment, there was no favorable response. 

Ingels** reported on 24 patients with psoriasis 
treated with Entozyme, a pancreatic extract. The 
disease had been recalcitrant to all previous treat- 
ment. In 4 cases good response was observed after 
nite relaxation and tranquillization and slept better. 
Side effects, which included nasal congestion, in- 
creased appetite, depression, dreams, nocturia, dysp- 
nea, weakness and nausea, made it necessary to dis- 
maintained on placebo therapy, in 22 there was evi- 
dent diminution in relaxation or sedation and a 
lessening of the side effects. No significant blood- 
pressure or pulse change was noted in this essentially 
normotensive group. Five patients with hyperhidro- 
sis experienced moderate improvement while taking 
reserpine. Rein and Goodman believed that its tran- 
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I have found it to be of value in a few cases of 


tion or secondary 
who are sensitive to ethyl aminobenzoate (benzo- 
caine) or paraphenylenediami ine oint- 


months. Twelve patients used only a shampoo con- 
taining 3 per cent sodium sulfacetamide, and the 
remainder a 10 per cent sodium sulfacetamide oint- 
ment for varying lengths of time, 3 
their treatment with the shampoo alone. Improve- 
ment was striking in cases complicated by secondary 
bacterial infection, oozing and crusting. Of the 24 
cases comprising other dermatoses complete control 
was achieved with the use of 10 per cent sodium 
sulfacetamide ointment in 17. 

Four per cent, although not a high rate of irrita- 
tion, is still too great for any trial test of a sul- 
fonamide. There have been too many severe cases 
of sensitization from the other sulfonamides. 

Parish“ treated 73 unselected patients with poi- 
son-ivy dermatitis with Prantal, a quarternary amine. 
The drug was given by mouth daily in divided doses 
until complete disappearance of the lesions occurred. 
Topical therapy was not employed, although some 
patients had used various lotions or creams before 
reporting for treatment. Relief of pruritus was re- 
ported by some patients eight to twelve hours after 
the start of medication and by all patients within 
twenty-four hours. Diminution of weeping was fre- 
quently reported at twenty-four hours and was gen- 
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is unknown. Perhaps this effect is mediated 


area, usually a conspicuous one on the face, or in an 
annoying spot such as the penis, a patient is very 
anxious to obtain permanent relief. The best relief 
to date has been obtained from immunization with 


smallpox 

with excellent results in 52. At least 12 inoculations 
are necessary. This method has proved valuable. 
Fifty-two of the 68 cases so treated had no subse- 
quent attacks over a considerable period. The mech- 
anism of the beneficial effects is not explained. 

The use of calcium compounds in the treatment 
of various dermatoses has always been a subject of 
controversy. Despite unfavorable laboratory data 
regarding the blood calcium level it has always been 
my impression that some compounds are helpful. 
Klostermann” did new experimental investigations 


22222 239 
22. A § erally complete at the time of the first follow-up 
otitis externa. examination (forty-eight to seventy-two hours). The 
Lubowe“ clinically evaluated a new local anes- lesions cleared completely in an average of five days 
thetic, hexylcaine (Cyclaine) hydrochloride (I- y- (range, three to eight days). A more rapid result 
clohexylamino-2-propylbenzoate) in 258 cases of pru- was noted in the adults taking 400 mg. daily than in 
ritic dermatoses. Satisfactory relief was obtained in those taking 300 mg. daily. 
220 patients. In 38 patients relief was temporary. The relief of pruritus afforded by Prantal de- 
Patch tests of the hexylcaine preparations on 200 creases the urge to scratch and thereby helps to pro- 
patients, selected with no known sensitization to mote healing of the lesions and minimizes the risk 
external contactants, revealed no primary sensitiza- of secondary infection, especially in children. The 
manner in which Prantal exerts its antipruritic effect 
pe 
me Cholinergic Olocking acuion U drug. I have 
ee found an ointment containing Prantal to be of value 
ment and lotion were said to have an extremely low in a few cases of persistent vesicular eruption of the 
sensitization index. palms. 

In a brief trial of an ointment containing hexyl- Localized hyperhidrosis (excessive sweating) can 
caine hydrochloride, I encountered 2 cases of severe be a distressing affliction. Many local and systemic 
sensitization dermatitis. remedies have been tried, with varying success. Mild 

Several years ago the sulfonamides were con- cases respond to local applications of aluminum 
demned as topical applications. Duemling“ appar- acetate or chloride. X-ray therapy has had good 
ently believes that there must be some sulfonamides results. Before Prantal, atropine and its derivatives 
that can be used locally. The chemotherapeutic and methaneline (Banthine) were tried, with some 
effectiveness of a new sulfonamide (sodium sul- success,“ but for the most part results have been 
facetamide) was studied in the management of 100 only temporary. I have seen 4 patients who had 
patients, of whom 76 had seborrheic dermatitis of been so annoyed by excessive sweating that they 
varying extent and severity; 24 had other derma- submitted to sympathectomy, with excellent results 
toses, including primary bacterial cutaneous infec- in 2 cases and dissatisfying results in the other 2. 
tions. Four cases of irritation were encountered. However, sympathectomy is a serious procedure ne- 
Two patients reacted to a 30 per cent solution in- cessitating prolonged hospitalization. A recent re- 
stilled into the eyes, 1 to a shampoo, and 1 to the port“ states that chemical sympathectomy with 95 
ointment. Of the 76 cases of seborrheic dermatitis per cent alcohol in lieu of surgery was used effec- 
46 were completely controlled in two weeks to six tively to control hyperhidrosis in patients who had 

been refractory to a medical regimen of treatment. 

Herpes simplex (fever blister or cold sore) is a 
mild, self-limited eruption in most cases. If, how- 
ever, this eruption appears frequently in the same 
smallpox vaccine, after careful examination for dis- 
turbances that might provoke the eruption has been 
made in vain. Undoubtedly, in many cases, there is 
a family tendency to the viral infections, which do 
not lead to any lasting immunity. Schiff and Kern“ 


of the possibility of efficacious calcium treatment by 
mouth, using a pure calcium compound without 
vitamin, a calcium compound with vitamins D, and 
C and a calcium combination preparation with rutin 
and vitamin C. The blood potassium and calcium 
levels on the day of administration showed no in- 
fluence of calcium preparation without vitamin, a 
decrease from the calcium compound with vitamins 
D, and C and a mild increase from the combination 
of calcium, rutin and vitamin C. The changes noted 
after administration of combination preparations are 
regarded as an effect of vitamin D, and rutin, re- 

spectively. Vitamin D, initially caused a decrease in 


mersed in the major contactants of one plant and in 
other common industrial contactants. The formula- 
tion under study appears to have considerable pro- 
tective value clinically against light petroleum oils 
and irritants, such as rust preventives dissolved in 


boiling point, such as Stoddard solvent and petro- 
leum spirit, when the cutaneous exposure was inter- 
mittent and when the solvent contained a small 
amount of light petroleum oil. No clinical protec- 
tion was observed with frequently repeated cuta- 
neous contact with gasoline, naphtha, Stoddard sol- 
vent, petroleum spirits and lacquer thinner. No 
clinical protection was observed against the irritant 
effects of immersion in a sodium silicate solution. It 
is suggested that information obtained from sys- 
tematic studies of protective creams or their equiv- 
alents be made available to the physician by means 
of published reports, to guide him in the choice of 
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such protective measures in the control of occupa- 
tional skin diseases. 

Pruritus vulvae is distressing to and often 
a worry to the physician. It can be caused by many 
factors — local irritants or sensitizers, local disease, 


parasites, bacteria or fungi, drugs (it is fairly com- 
mon after therapy with antibiotics), gastrointestinal 
disturbances 


Kleine“ reports interesting observations of so-called 
essential vulvae. Within the first five years 


of World War II the incidence of essential pruritus 
vulvae showed a marked increase. The incidence has 
decreased since 1950, but is at present on the in- 
crease again. The women had no diabetes, and no 
other explanation for the pruritus was found; 80 per 
cent were over forty-five years of age, and many had 
hypertension. Pruritus often followed emotional up- 
sets. The social environment was of no importance. 
The first 103 patients were treated by intravenous 
injection of vitamin B,; 90 per cent had a surpris- 
ingly rapid cure. Only since 1950 has it been regular 
practice to determine blood sugar levels, Staub- 
Traugott curves and pyruvic acid values in these 
cases. Twenty of 50 patients had latent diabetes; 21 
showed an increased blood pyruvic acid level, which 
is also suggestive of a disturbance in the carbohydrate 
metabolism; the remaining 9 showed hypersecretion 
of the cervical glands. In the cases of increased 
blood pyruvic acid level, both insulin and vitamin B, 
were effective (100 mg. per injection, and the pru- 
ritus invariably disappeared after five injections), 
followed, if necessary, by a course of vitamin B com- 
plex. The favorable effect may be attributed to the 
fact that the pyruvic acid level decreased because 
the vitamin B, enhanced the effect of insulin. 
With a diet low in vitamin B, insulin has no 
optimal effect. Vitamin B,, therefore, also has a 
favorable effect on latent diabetes. During the post- 


war period of malnutrition the population depended 


mainly on carbohydrates, which resulted in relative 
vitamin B, deficiency. The recent rise in the inci- 
dence of pruritus may be attributable to the in- 
creased consumption of sweets. The question of the 
frequent concomitance of latent diabetes, pruritus 
vulvae and hypertension is discussed; this is attrib- 
uted to disturbances in the centers of the central 
nervous system, which would also explain the hyper- 
secretion of the glands of the cervix. Various argu- 
ments are presented in favor of the existence of an 
“itching center” in the brain. In cases of hyper- 
secretion of the cervical glands the blood i 
acid values were high within the normal limits; it is 
possible that emotional upsets, via the central nervous 
system (diencephalon), lead to a disturbance in the 
sugar metabolism as well as to hypersecretion of the 
cervix. The fact that it is especially the vulva that 


or diseases. 


240 Lß—y-yp— — 
Thorough history taking and examination usually ~.. 
reveal the etiology. | 

ne Caicium i¢vel, rolowed vVpercaicem! | 

only after prolonged administration. Rutin increases 

the blood calcium level. The favorable clinical effect 

of a combination of rutin and calcium on acute 

dermatitis was confirmed by these experiments. 

Creams containing silicones were introduced for 

the purpose of protecting the skin against irritants 

and sensitizers. They have no curative power. How- 

ever, some physicians persist in using them for 

therapy. As protective creams and lotions, they have 

definite value. 

Suskind” recently reported an industrial and labo- 

ratory evaluation of a silicone protective cream. He 

recorded his observations on the stability or repellent 

characteristics of films of the formulation when im- 

soluble coolants, aqueous solutions of sulfuric acid 

and metallic dusts. In vitro films of the formulation 

appeared to be relatively stable when immersed in 

aqueous solutions of soap, ethyl alcohol, several com- 

monly used irritants such as salts, slaked lime, am- 

monium hydroxide, formalin and sulfuric acid. In 

vitro the cream appeared to be relatively unaffectd ee 

by cutting oils, soluble coolants, light petroleum oils, 

water and ethylene glycol. Relative protection was 

observed clinically against petroleum fractions of low 
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is affected in women subject to disturbances in the *. A., Sloan, I. H. 11 M. M. 
hematons with chloroquine (aralen). 

acid urine passing the vulva. A change in the reac- „ 


BE 


tion of the substances in touch with the skin and 
the mucosa (whether this is alkaline or acid) may 
cause irritation.” — pis and other 18,188, 

Sold, errthematoeus cous and light eruptions. Arch. Dermat. 

ConcLusion 

a 42. F Treatment of pemphigus foliaceus (Abstract.) J. A. 

The development of improved therapy for cuta- * Farber, E. M. and Driver, I. E. Atabrine and chloroquine in 
neous diseases has reduced to a minimum the num- pprt. Stenjord Bull. 31-157, 1953. 
P) rubrum: i and teatment. South Mo), B. NI. 
rapidly to properly selected antibiotics. Urticaria, 46. W e . 
PP ‘ invest. Dermat. 21:121- 
controlled steroids systemically. . 3 Systemic disturbances in recalcitrant 
are often relieved by local steroid therapy. Most chomycosis due to yton rubrum. Arch. Dermat. 71 
cases of chronic lupus erythematosus fade with the 49. Rosenthal, M. W., Deeschner, C. W., and Fahiberg, W. J. Clinical 
hi losi of di-paralene in management of tinea capitis. J. Invest. 
— — WA. and Malone, J. Pen 
ion due to diet disa idly with vitami 165, 1554. f 
tion due to diet disappear rapidly with vitamins. 31 ng, J, G) and Folan, D. W.. Jr. Unusual case of cutancous 
Contact dermatitis, an injury to the skin by an irri- 9 Bf, W. B. Kyle, J. W. and Hoteon, J 1. North 
tant or sensitizer, responds readily if the contactant blastomycosis CL A 


2 
is removed and a protective dressing is applied to the 
Failure to recognize the etiology should be no , indurstum (Bazin’s disease). Arch. Dermat. & E 1954. 
deterrent to the successful management of a cuta- 2 22233 mus. Arch. Dermat. & Syph. 68: 
neous eruption. Despite the apparent numerous 38. ia, F. F., et al. Isoniazid (nydrazid) in treatment of cutaneous 
illogical methods of treating psoriasis, many clini- fo fy EY ss 
cians or nature with their assistance— produce ° Reis, F..Glucuronic acid in therapy of psoriasis. Arch. Dermat 
apparent clinical cures or satisfactory temporary re- E Entosyme in treatment of psoriasis. Californie Med. 
lief. Careful observation of the eruption and the Spph, 
patient should suggest the most suitable therapy. . Tilley, R. F., and Barry, a . — — 
Most eruptions can be properly diagnosed. Med, 
The need today is increased teaching facilities in Am J- 
san) as uti 
tologic research. Patients with cutaneous diseases an), therapeutic agent in dermatology. oo . 
suffer more discomfort and disability than any other ™ bergen in management 
invalids They home 69: 4862-485, 1954. 
national drive for funds for the relief of these unfor- prosck in treatment of pouon Ivy "dermatitis Aun. Allergy . 
tunates is the answer. 67. K., w. ged Callaway, 
68. La , and Harris, O. J. Chemical sympathectomy 
33. a “in der Dermatologie. Zugeich erganeends 
zoic acid nucleus, J. Invest. Dermat. 23:427 1954. ; zur Arbeit — — mit der Rutin- 
Knox, J. M., B., and Morgan, R. J. Light Calcium-Behandlung in der Dermatologic.” Hewtarst 3:355-$56, 
sensitive eruptions treated with atabrine and chloroquine. J. 1952. é : 
vest. Dermat. 22:11-16, 1954. 4 71. Suskind, R. R. Industrial and N of silicone 
35. Cahn, N. M., Levy, E. J., and Shaffer, 8 Preliminary and short | protective cream. Arch. Indust. . 9:101-112, 1954. 


— (Notions, J. Dermat, 1954. 6.200.230, 
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MEDICAL INTELLIGENCE 


SPRINGFIELD, MASSACHUSETTS 


then weak and swea 


several 

Labor and delivery were uneventful, and after delivery the 
seizures ceased. In the fall of 1953 dilatation and —_ 
were done for menorrhagia. She became t for 
2d time in January, 1954 (the last period hav- 
ing begun on January 11 and the estimated date of confine- 
ous in August, on evening of September 3, 
she was admitted to the Mercy Hospital because 


on September 6 revealed 
te of 114, and peaked P waves 
We patient was afebrile, and other 
. She was discharged on 


— — — 
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Vs. Urine secreted during an attack a ++++ test 
for albumin, although repeated ui between attacks 
normal sugar during an attack, on an 
and th nitrogen 28.2 
mg., e uric cc. 
blood sugars were normal. 
On the 2d hospital da 


wi pregnancy. 

attack occurred on September 28, with heart sounds 
weak (at a rate of 50 to 60) and the blood nob- 
taina i 


The effect of the 2 
The was. 130 do 50, and the blood. pressure 250/1 
to 100/70, both varying from instant to instant. After the 
removal of the baby, the blood pressure was stable at 150/80 

the abdomen was 22 


tolamine was 


The infant was ex and required re- 
peated suctioning and stimulation. Death was 
momentarily for the Ist 20 hours. However, the chi was 
normal thereafter. 

After delivery the mother did well. The blood pressure, 
the pulse and an intravenous were normal. 
October 7 the adrenalectomy was perf . i 
100 mg. intramuscularly twice daily was given for 2 days 

and nor-epi (intravenously ) 


section. 
Epinephrine in oil (every 12 hours) was continued for 72 
hours, and nor-epi was discontinued 12 hours after 


operation but kept at the bedside for 72 hours in the even : 


Grossly, the left adrenal gland was ovoid and capsulated, 
measuring 6 by 5 by 3.8 cm. After fixation with potassium 
bichromate the tumor turned brownish. Microscopically, it 
was quite characteristic of pheochromocytoma 
frit Patient went into a state of depression several weeks 

ter operation to reserpine blood pres- 
sure and pulse remained normal and constant. 


Discussion 


ytoma, judging from the series of cases 
that are now reported, is not too uncommon. A num- 
ber of authors describe women who had pregnancies 
while having symptoms.“ Pheochromocytoma is a 
curable cause of death that manifests itself as a re- 
sult of hormonal secretions and not because of its size 
or position. It is often discovered as an incidental 
finding at autopsy. These tumors are usually benign, 
although they can be malignant. 


Di 1. 


|_| 
22 

U a /48; the pulse was 88 to 120, and the temperature 
was normal. The patient was comfortable. X-ray examina- 
tion suggested a placenta praevia, and a cesarean section 

PHEOCHROMOCYTOMA IN PREGNANCY vas considered (later, at operation, the placenta was found 
in normal position). isode begi 
: ber 24 the patient felt another episode in- 
Cesarean Section and Adrenalectomy ning — piven repeatedly Although the 
subjective symptoms continued, the pressure was un 

Joun M. Maroney, M.D.* 142/78, and the pulse 100 to 148 and very irregular. By 

now the diagnosis of pheochromocytoma was definite, and 
CC the decision of management was deferred while several 
medical centers were consulted. Practical suggestions about 
TH coincidence of pheochromocytoma in preg- gm 3 renner 
nancy presents a problem. After the diagnosis is 
made, several alternatives are available. It is only 
through reports of these cases that the best treatment amazingly active, with a warm, 7 
can be determined. Several recent comprehensive re- Cesarean section was scheduled for September 30. On 
views of pheochromocytoma are available. the morning of surgery another episode occurred. Parenteral 
administration of phentolamine, morphine sulfate and 
C phenobarbital sodium was tried. Signs of fetal distress de- 
ASE Report — ry and a low transverse cervical hysterotomy was per- 
The past medical history and the family history of Mrs. — 7 — 
E. JC. seemed noncontributory, although she had infectious an endotracheal tube. Glucose (5 per cent), whole blood 
hepatitis (?) as a child and, at the age of 12, had been told ind phentolamine were given intravenously. 
that she had a heart murmur. No signs or symptoms of 
heart disease were ever otherwise present. In 1951, at the 
age of 21, in the last trimester of her Ist ncy, she be- 
gan having “nervous spells,” which were Jescribed as a sen- 
sation of first being warm all over for a couple of hours and 
2 —ů— with a nding heart and epigastric 
The pulse was 144, but remained about 100 from then on. : . : — 
The blood pressure was 90/60 in both arms. She was con- - ne_in_oil (intramuscularly) after adrenalectomy. 
sidered to be having episodes of “paroxysmal tachycardia.” 
X-ray study showed a slight increase in the transverse diam- 
eter of the heart (14.2 cm., instead of the ted 12.2 
em. An electroc 
sinus tachycardia, wit 
in Leads 1, 2 and aVF 
laboratory studies w 
September 7. 
An aura presented itself around 9 p.m. in the evening of 
September 19, and symptoms developed 2 hours later. The 
family became alarmed * a. m., and 3 patient was first 
observed in an episode, a physician. Hospitalization was 
ordered immediately. The blood pressure was oe the 
rem 80, and the temperature 102°F. Sev minutes 
ter the pulse averaged 140, varying from 56 * A se — —— 
ceptible in an artery for a short time) to 150. The 
was at times unavailable and at others 200/100. 
The possibility of pheochromocytoma was considered at this 
time. Regitine (phentolamine) 5 mg., was given intramus- 
cularly at 9 a.m., with the return of the pulse and blood 
pressure to normal. The patient stated, The attack is over.” 
An electrocardiogram while the arrhythmia was present 
showed multifocal ventricular extrasystoles, runs of nodal 
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Patients have signs of and these 
PP 
without derangement of the glucose metabolism. The 
first warning of this disorder can be a sudden collapse 
or death after minor trauma, the induction of anes- 
thesia or surgery. Subjective symptoms are frequently 
mistaken for psychoneurosis, In pregnancy the se- 
creting medullary tumor can be mistaken for pre- 
eclampsia, eclampsia or atypical toxemia, As a cause 


ol collapse at the time of delivery this tumor may be 


mistaken for an internal hemorrhage, rupture of the 
uterus or an embolus, The attacks can be spontaneous 
or caused by movement, exertion, massage of the tu- 
mor (which can be lethal), and emotional disturb- 
ances. In the case above one wonders if the 

from the fetus, in the last trimester, was re- 
lated to the attacks. 


Formerly, the diagnosis depended on the use of 
drugs to precipitate an attack or of an antagonist in 
a person with a persistently discharging tumor. The 
administration of these drugs was considered in this 
patient, but it was decided that it was unnecessary, 
for the course was pathognomonic for a pheochromo- 
cytoma and dangerous to the fetus. It is possible now 
to prove the presence of a secreting medullary tumor 
by urinary assays that show the amounts of pressor 
amines in the urine. 

Sayer, Moses and Mattingly' report 2 cases with 
arrhythmias and diffuse changes in the ST segment 
and T wave. This study and other articles in the 
literature emphasize the fact that certain electro- 
cardiographic abnormalities may indicate a pheo- 
chromocytoma. This patient had multifocal ventricu- 
lar extrasystoles, runs of nodal tachycardia with a 
wandering pacemaker, occasional sinoatrial block, dif- 
fuse T-wave changes and peaked P-wave changes. 

After the diagnosis it was decided that a cesarean 
section would be less hazardous than natural labor. 
There was less chance of mechanical stimulation of 
the tumor, and while the peritoneal cavity was open 
the surgeon could explore. A combined surgical and 
obstetric procedure received scant consideration, and 

an adrenalectomy in a woman at term seemed only 
slightly more desirable, The ph mocyt may 
be multiple or ectopic, and exploration of both su- 

areas and the retroperitoneal space would 
be difficult in the presence of a large, gravid uterus. 
Any doubt whether to proceed with the section was 
dispelled by the x-ray finding of a possible placenta 
praevia. It was decided to do the section first and 
then the adrenalectomy as soon as the postoperative 
condition permitted. The surgeon was to assist with 
the section for the purpose of exploration. 

In the asymptomatic intervals between the time of 


— diagnosis and surgery, blocking agents were withheld 


MEDICAL INTELLIGENCE—MALONEY 


because of the possibility of a sudden massive hemor- 
rhage from the placenta praevia, Fear of losing the 
child made intervention during an attack mandatory. 

The next problem was that at the time of evacua- 
tion of the uterus severe changes take place in the 


mine was given intravenously, and the pulse and blood 
pressure (level of 150 systolic, 80 diastolic) were 
maintained without difficulty. After operation and 
throughout the adrenalectomy the course was un- 
eventful. 


in which with pheochromo- 


Summary AND CONCLUSIONS 


mother and child are living and well. 
Alternative methods of diagnosis and treatment of 
are reviewed. 
Cases of this kind should be reported so that suf- 
ficient data can be accumulated to determine the ad- 


Chemis- 
Glandulor ‘Physiology and Therapy. Filth edition. pp. 
Aranow 1, pheochromocytoma. 
1 and Wil- 
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evanescent effect, was discontinued as the time of 
delivery approached. After the uterus had been emp- 

| tied and there was no evidence of collapse phentola- 
cytoma. In 1951 Richards and Hatch“ reported a 
series of cases with 2 pregnancies, and Sayer, Moses 
and Mattingly’ described 4 pregnancies. To date, 
11 cases have been reported, with maternal death 
in 3, in which 16 pregnancies terminated with 6 
fetal deaths. It is believed that the case reported 
above is the first in which the diagnosis was made 
ante partum. 

222 

The case of a pregnant woman with a diagnosis of 
pheochromocytoma that was treated by a cesarean 
section with later adrenalectomy is reported. Both 
who performed the cesarean section, to Dr. Robert Kelly, 
urologist, who did the adrenalectomy, and to Dr. Joseph 
Rini, pathologist at the Mercy Hospital. 
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THE COAL MINER AND HIS DOCTOR 
Joux Pemberton, M.D.* 


BOSTON 


CT HE present practices of medicine in the coal 

fields on a contract basis cannot be supported. 
They are synonymous with many abuses and they 
are undesirable and in many instances deplorable.” 
These blunt statements appeared in the report, 
published in 1947, of a medical survey of the bi- 
tuminous-coal industry instigated by the federal 
Government and conducted by a commission headed 
by Rear Admiral Joel T. Boone.“ The survey was 
one of the results of the 1946 coal strike. Another 
was the creation of the United Mine Workers of 
America Welfare and Retirement Fund for bi- 
tuminous- coal miners and their dependents, financed 
by a 5-cent royalty per ton of coal mined. The 
royalty has now been increased to 40 cents per ton 
and yields an annual income of $132,000,000. The 
two largest items of expenditure are retirement pen- 
sions and the medical services. The Fund is ad- 
ministered by 3 trustees, of whom 1 is nominated by 
the coal operators, 1 by the United Mine Workers 
and 1 by the other 2 in agreement. The Boone re- 
port revealed in unambiguous terms the substandard 
state of the medical services existing in many parts 
of the soft-coal area. By means of the Welfare and 
Retirement Fund attempts are now being made to 
improve these services. 

For more than half a century the coal miner de- 
pended for his medical care on the services of the 
“check-off” doctor. This doctor was normally hired 
by the mine operator and remunerated by sums de- 
ducted from the miner’s wage, amounting in recent 
times to about $3 a month. He also undertook com- 
pensation work for the company. This system was 
often disliked by the miner, and in at least 1 case it 
led to an actual strike, which occurred after the post- 
ing of the following notice in a West Virginian mine 
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way in which the coal miner elects to obtain his pre- 
paid medical care. 

In underdoctored areas like the southern part of 
West Virginia and parts of Kentucky and Tennessee 
there has been a tendency for the “check-off” doctor 
to undertake the care of more patients than he 
could properly look after and to carry out proce- 
dures such as complicated surgical operations for 
which he had received insufficient training. This 
state of affairs was apparently in the minds of the 
members of the Committee on Medical Care for 
Industrial Workers of the American Medical Asso- 
ciationꝰ when they drew up their recommendations 
after carrying out a survey of local medical and hos- 
pital facilities in the mine areas of the states men- 
tioned above in 1952: 


— on AHA. and by 

the bituminous area I had an opportunity of ob- 
serving some of the methods now being employed 
by the trustees of the Welfare and Retirement Fund 
and their medical administrators to improve the 
medical services available to the coal miner. 

In general the Fund has concentrated on provid- 
ing free specialist and hospital care and rehabilita- 
tion for the coal miner and his dependents and has 
only indirectly affected general practice by making 
specialist consultation and hospital facilities more 
easily obtainable by paying for these. In a few cases, 
however, clinics have been instigated by the Fund, 
with general practitioners, who may be the local 
“check-off” doctors, practicing in close contact with 
visiting or full-time specialists. 

At one clinic in a mining town some 15 miles from 

there were 3 such general practitioners 
and 17 part-time consultants. The general practi- 
tioners are remunerated by means of the company 
“check-off” whereas the consultants, who nearly all 
have appointments at the University of Pittsburgh 
Medical Center, are paid by the Fund on a retainer- 
salary basis. The general practitioners have admit- 
ting privileges at the local hospital. The consultants 
can also admit patients to the local hospital or, in 
cases requiring complicated diagnostic or therapeutic 
technics, to one of the Pittsburgh hospitals. All con- 
sultant and hospital charges for miners and their de- 
pendents are paid for by the Fund. The services of 
the center, however, are also available on a fee-pay- 
ing basis to nonminers living in the community. The 
clinic contains, in addition to the usual consultation 
rooms and offices, a clinical laboratory and an x-ray 
department. Patients are also seen in an office in a 
nearby suburb by one of the general practitioners 


General practitioner services should be greatly ex- 

— and — 2 in these areas [and] The fur- 

ther development of community type hospi based on 

recognized standards, and open to all qualified physicians 
per month for medical services and each and every single 
man fifty cents per month . . . There will be no exceptions 
cannot comply with the rules of our company you need 
not apply for work . . No other physician will be recog- 
nized as attending company employees and no collections 

will be made for any other physician.“ 
Although this method of appointing physicians 
was often unpopular it should be pointed out that 
the mine operators often provided the only medical 
service available to the mining camps, and even to 
this day the “check-off” system, though no longer 
compulsory except in a few cases, is the commonest 
Senior lecturer in social and industrial medicine, University of 
Sheffield, England; consultant in social and industrial medicine, United 
—1＋ — Rockefeller Traveling Fellow in Medicine, Harvard 
of Health. 
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and can be referred to the center for consultant ad- 


populations of this group of small mining towns. 
By providing good office-consultant services hospital 

have been decreased by half. Another 
clinic in Ohio, too far from Pittsburgh to depend 
for its consultant staff on visiting specialists from the 
University Medical Center, employs mainly full- 


time salaried specialists. There are good laboratory 


and x-ray facilities in the center, and all the spe- 
cialists have admitting privileges at the local 
pital. In another town in West Virginia th 


157 


F 


co 


ways in which the administrators of 
Mine Workers Fund are endeavoring to i 
medical services available to the coal 


Li 


nous-coal field, which still has to rely largely on the 
small type of proprietary hospital with closed staff - 
ing arrangements for its hospital service, has led the 
trustees of the fund to finance the building of 10 new 
hospitals in the states of West Virginia, Tennessee 
and Kentucky.* These hospitals are under construc- 
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tion and are expected to be completed by the end of 
this year. They will together provide about 900 
beds, and it is estimated that a staff of more than 
100 consultants will be required. When completed 
they will be opened to the whole community, and 
local doctors in good standing will be given admit- 
ting privileges. 

The medical administrators of the Welfare and 
Retirement Fund have a difficult task in bringing 
the medical services available to the coal miner and 
his dependents up to a high standard. That remark- 
able progress has been achieved since 1947 is due, in 
no small measure, to the fact that innovations have 
been gradual and that the organizers have proceeded 
in consultation with the appropriate committees of 
the American Medical Association and the state 
been fortunate in having an exceptionally able medi- 
cal director in the person of Dr. Warren F. Draper 
to guide it, and an income of about $50,000,000 a 
year with which to achieve its objects. 
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CASE 41321 
PRESENTATION OF CASE 


First admission. A fifty-one-year-old housewife en- 
tered the hospital because of a four-month history of 
progressive dysphagia and weight loss. 

The dysphagia had gradually worsened until she 
was unable to swallow even fluids. The symptoms 
had been associated with a 30-pound loss in weight. 


past history revealed an episode of enlarged 
cervical lymph nodes ten years previously, 
of which had been reported as showing lymphoma. 
She subsequently received an intensive course of x-ray 
therapy to the neck area and also to the the abdomen, 
where a mass had likewise allegedly been present. 
There had been no recurrence of these symptoms in 
the interim. 
Physical examination revealed a well 
woman with two linear scars on the left side of the 
neck. No superficial lymphadenopathy was detected. 
The remainder of the examination was negative. 
The temperature was 98.6°F., the pulse 88, and the 
respirations 22. The blood pressure was 125 systolic, 


80 diastolic. 

X-ray studies disclosed a complete obstruction to 
An esophagoscopy revealed a high obstruction; a 
biopsy was reported as showing squamous-cell carci- 
noma, Grade 3. After a gastrostomy an exploration 
of the cervical esophagus revealed a fixed, inoperable 
tumor mass extending from I cm. below the level of 
the cricoid cartilage behind the superior aspect of 
the sternum. After operation the patient received 
3000 r of x-ray therapy through an anterior portal 
and a similar amount through a posterior portal to 
the cervical esophagus. She was discharged with a 
gastrostomy feeding tube. 


vice when necessary. Thus, a remarkably complete 
medical service is made available to the scattered 
way. 
These clinics are merely 1 
accommodation in the southern part of the bitumi- — 
2. Korson, G. Coal Dust on the Fiddle: * and stories of the bi- 
eng» — 460 pp. Philadelphia: University of Pennsylvania 
3. Medical-hospital problems in bituminous coal mini areas. Ameri- 
can Medical Association, 1953. 
4. U. M. W. A. Welfare and Retirement Fund. Report for year ending 
June 30, 1954. 
\ 4 . 


Second admission (five months later). She was re- 
admitted to the hospital because she had not im- 
proved, being still unable to swallow saliva. X-ray 
studies at this time showed a fusiform narrowing of 
the upper esophagus which barium passed 
with difficulty (Fig. 1). Esophagoscopy and bou- 
gienage demonstrated a weblike fibrous stricture of 
the upper esophagus. A biopsy was reported as show- 
ing acute and chronic inflammation without evidence 
of carcinoma. 

Third admission (six months later). After esophag- 
eal bougienage the patient gradually became able 


| 


Ficure 1. Spot Film of the ashen Several Months 
after Irradiation Was Instituted, at the Time When the Pa- 
tient Began to Have Secondary Symptoms of Dys gia, 
Showing Smooth Esophageal Narrowing in the Thor 
et. 

to take increasing amounts of food, with an as- 
sociated gain in weight. She was readmitted to the 
hospital for closure, which was per- 
formed without event. A barium-swallow examina- 
tion, done two months later, showed marked im- 
provement in the caliber of the esophagus (Fig. 2). 

Fourth admission (two and a half years later). She 
was admitted to the hospital because of the onset of 
blood-streaked stools, nausea and sharp, shooting pains 
in the right groin and back, which had developed 
over a four-month period, She had experienced little 
swallowing difficulty, and had required no bougie- 
nage for the previous six months. 

She appeared pale and in no acute distress. There 
was no lymphadenopathy. The liver edge was palpa- 
ble 3 fingerbreadths below the right costal margin, 
and the spleen was firm, nontender and enlarged to 
2 fingerbreadths below the left costal margin. Rectal 
examination was negative. There was ++ pitting 
edema of both legs. 

Urinalysis was negative. Examination of the blood 
revealed a white-cell count of 4500, with 73 per cent 
neutrophils, 22 per cent lymphocytes, 4 per cent 
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eosinophils and 1 per cent monocytes, and a hemo- 
globin of 13.0 gm. per 100 cc. The alkaline phos- 
phatase was 5.3 units, the total protein 6.59 gm., with 
an albumin-globulin ratio of 2.1, and the nonprotein 
nitrogen 22 mg. per 100 cc.; the prothrombin time 
was 75 per cent of normal, and cephalin flocculation 
++ in twenty-four and + + + in forty-eight hours. 
Barium-enema examination of the colon disclosed a 
2-cm. filling defect in the terminal ileum. A right 
colectomy with excision of the terminal 9 cm. of 
ileum was performed. A pathological diagnosis of 
malignant lymphoma, follicular type, with involve- 
ment of the bowel-resection margins and regional 
lymph nodes, was made, The patient subsequently 
received irradiation with a total of 1050 r to both 
an anterior and a posterior abdominal field. 

Fifth admission (six months later). After the colec- 
tomy she improved and felt moderately well. By now 
she was able to swallow all foods without difficulty. 
However, about four months after the last hospitali- 


zation, cervical and axillary lymphadenopathy was 


Ficure 2. Spot Film of the Esophagus Eight Months Later. 


The proximal portion of the esophagus is shown to be 
normal caliber. The dysphagic symptoms had disappear 


discovered during a routine follow-up examination. 
Readmission was advised. The liver and spleen were 
palpable 3 fingerbreadths below the costal arch. A 
cervical-lymph-node biopsy revealed malignant lym- 
phoma of the follicle type. After a course of x-ray 
therapy to the cervical and axillary regions, the ade- 
nopathy disappeared, Another barium-swallow ex- 
amination showed only slight irregularity at the level 
of the thoracic inlet. An upper gastrointestinal series 
was normal. 

Sixth admission (three years later). She had been 
in good health until a month previously, when she 
noted loss of energy, lack of appetite, weight loss, 
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multiple chest, back and abdominal pains and a dif- 
fuse swelling over the left side of the head. 

Physical examination revealed a well developed, 
pale woman in much poorer health than previously. 
A smooth swelling was present over the right parietal 
bone, and a 2-cm. nodule in the left posterior scalp. 
The liver and spleen were palpable 4 fingerbreadths 
below the costal margin. No abdominal masses were 
palpable. There was tenderness over the lower tho- 
. racic and upper lumbar spine. Pelvic examination 
was negative. 

The temperature was 101°F., the pulse 90, and the 
respirations 16. The blood pressure was 140 systolic, 
80 diastolic. 

Examination of the urine was negative. Examina- 
tion of the blood showed a hemoglobin of 9.4 gm. 


per 100 cc. Reticulocytes were 0.2 per cent. The 
white cells were not remarkable. The red cells were 


The white-cell count was 4700, with 78 per cent 
neutrophils, 15 per cent lymphocytes and 6 per cent 
monocytes. The nonprotein nitrogen was 26 mg., the 
bilirubin 0.4 mg., the serum calcium 8.4 mg., the 
phosphorus 4.1 mg., the alkaline phosphatase 3.7 
units, the total protein 6.4 gm., the albumin 4.7 gm., 
and the globulin 1.7 gm. per 100 cc. The serum iron 
was 40 microgm. (normal, 125 to 200 microgm.), 


and the serum iron-binding capacity 290 gamma per 
100 ce. (14 per cent saturation). A stool gave a nega- 


part of the time, which had been 
corten. Additional therapy included Butazolidin. 
Physical examination was unchanged from the 
previous admission except for peripheral edema and 
exquisite tenderness over the bones of the arms and 
legs. 
The temperature was 99.6°F., the pulse 100, and 
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revealed a of 8.2 gm. per 100 cc. and a 
white-cell count of 3100, with 69 per cent neutro- 
phils, 17 per cent lymphocytes, 4 per cent monocytes, 
5 per cent young neutrophils, 3 per cent myelocytes, 
per cent metamyelocytes and 1 per cent nucleated 
red cells. The serum iron was 180 microgm. per 100 
ce. The alkaline phosphatase was 5 units per 100 cc. 
A stool gave a negative guaiac test. The gastric aspi- 
tumor cells. A barium-meal examination outlined a 
normal The gastric folds were thickened 
and irregular, but the walls were soft and flexible. 
Two small ulcerations were noted on the lesser curva- 
ture in the antrum near the pylorus. 

The patient was treated with whole-blood trans- 
fusions. One thousand r was given to the stomach. 


counts hovered between 2000 and 800 cells, the lat- 
ter on three consecutive counts during the last five 
days of life, with a differential of 74 per cent neutro- 
phils, 6 per cent lymphocytes, 4 per cent monocytes, 
12 per cent band forms and 4 per cent metamyelo- 
cytes. On the seventeenth hospital day she complained 
of numbness of the lower face and jaws. Chlorproma- 
zine was started, and Butazolidin discontinued, to be 
started again several days later. She had been afebrile 
during the hospital admission until three days before 
death, when the temperature rose to 101°F., with 
elevations to 103°F. Increasing weakness and pain on 
swallowing developed. The pharynx was injected, 
but no ulcerations were noted. She lapsed into coma 
on the thirtieth hospital day, and died the next morn- 
ing. 
DirrerenTiAL DiaGnosis 


Dr. Moses M. Suzman*: I wonder if I may see 
the x-ray films of the esophagus. 

Dr. JosepH HaNe.in: Many films were made 
over the years. Those from the initial examination 
are missing. In the film made a few months after 
radiation had been given, when the patient was again 
having dysphagia, there is a short segment of narrow- 
ing at the level of the thoracic inlet 
4 cm. in length. Subsequently, with bougienage, that 
area has ballooned out, is of about normal caliber 
and is only slightly stiffer than normal. The appear- 
ance of the esophagus remained good throughout 
the remainder of her life. We never saw evidence 


Dr. SuzMaAN: 
? 
Dr. Haneuin: The description was that of a com- 
plete obstruction. 
phy pro 


She showed slight improvement, with less epigastric 
pein ond lem pain over the Dilly 
and normochromic, with Sit 
ate anisocytosis and poikilocytosis. The platelets ap- 
peared increased and showed many bizarre forms. 
marked depletion of erythroid and myeloid cells by 
tumor cells resembling immature and mature lym- 
phocytes. 
The patient was given whole-blood transfusions, 
1200 r to the scalp and a course of nitrogen mustard 
on three alternate days. Before the mustard therapy 
the white-cell count was 1900, with 89 per cent neu- 
trophils, 10 per cent small lymphocytes and 1 per 
cent monocytes. Daily white-cell counts showed slight 
variation from the pretreatment level, and she was 
discharged sixteen days after admission. 
Final admission (two months later). She was ad- 
mitted to the hospital complaining of diffuse, gen- 
eralized pains, anorexia and nausea. In the interim 
she had had continuous pains in the chest, back, ab- 
domen, groins and legs, She had been taking cortisone 
of local recurrence, nor did she have any swallowing 
difficulty after bougienage was started. 
the respirations 24. The blood pressure was 140 sys- 
tolic, 80 diastolic. 
Urinalysis was negative. Examination of the blood 
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Dr. Suzman: Do we know whether the contours 
were smooth? 

Dr. HANELIN: It was described as a complete ob- 
struction. 

Dr. Ricnarp H. Sweet: It must have been quite 
complete ; otherwise, we should not have done a gas- 
trostomy before starting treatment. My recollection 
is that it was quite a tight obstruction. 

Dr. Austin L. Vickery: I do not think that 
there is much question that she was unable to swal- 
low even her own saliva, 


Dr. Suzman: At the age of forty-one years, the 
patient was found to be suffering from lymphoma in- 
volving the cervical and also probably the abdominal 
lymph nodes, for which she received deep x-ray ir- 
radiation. That this diagnosis was very probably cor- 
rect is supported by the subsequent history, which re- 
vealed about fourteen years later the presence of 
malignant follicular lymphoma of the terminal ileum, 
with involvement of the regional lymph nodes and 
later of the cervical and axillary lymph nodes. After 
surgery and x-ray therapy she apparently remained 
fairly well until three years later, when she began to 
have focal and constitutional symptoms, which could 
be attributed to a more diffuse recrudescence of the 
lymphoma process involving also the skeleton. She 
had fever and had become anemic and ieukopenic. 
A bone-marrow aspiration showed marked depletion 
of the red-cell and white-cell series and invasion by 
tumor cells resembling immature and mature lym- 
phocytes, again confirming the lymphomalike nature 
of the disease. With blood transfusions and nitrogen 
mustard therapy some benefit must have accrued, 
since she was discharged from the hospital after 
about two weeks. However, the improvement was 
short-lived, for she was readmitted three months la- 
ter with generalized pain, anorexia and nausea, de- 
spite having received cortisone, Meticorten and Buta- 
zolidin. She was still anemic, and the peripheral blood 
now contained immature red and white blood cells 
and showed a progressive diminution in the total 
leukocyte count, a feature suggestive of myelophthisic 
anemia, although the possibility that Butazolidin in- 
toxication was involved needs serious consideration. 
The severe generalized and skeletal pains were con- 
sistent with a diffuse infiltrative process involving the 
bones, The abdominal pain, the presence of blood in 
the gastric aspirate, the thickening and irregularity 
of the gastric folds and the peptic ulceration in the 
pyloric antrum were apparently considered evidence 
of lymphomatous infiltration, because 1000 r of deep 
x-ray irradiation was subsequently delivered to the 
stomach. However, to my mind, these manifestations 
may have resulted from the combined administration 
of three therapeutic agents, each of which in its own 
right is reputed to damage the stomach wall—name- 
ly, the cortisone, the Meticorten and, particularly, 
the Butazolidin. 
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During the last three days of life, high fever, a 
painful, injected throat and increasing coma were 
reported, features reminiscent of uncontrolled malig- 
nant leukopenia. Antibiotic therapy, if administered, 
was not mentioned. 

Dr. Bernarp M. Jacosson: It was not given. 

Dr. Suzman: It appears that this patient was suf- 
fering from follicular lymphoma of seventeen years’ 
duration, during the last four years of which a more 
malignant change had taken place, with diffuse dis- 
semination to the liver, spleen, alimentary tract, skele- 
ton and possibly the skull and with terminal myelo- 
probably involving the lungs, may have played a part 
in the final outcome, particularly in producing the ex- 
treme pyrexia in the last three days. The long dura- 
tion of the follicle type of lymphoma is not unusual; 
of all the subtypes of lymphoma, this is generally 
considered to be the least malignant and to have a 
protracted course. 

I have not yet mentioned the interlude of difficul- 
ty in swallowing that began ten years after the on- 
set of the illness, when a tumor mass involving and 
completely obliterating the upper end of the gullet 
was discovered. Although it may have been lympho- 


tases. This is to be expected since the carcinoma of 
the upper end of the esophagus resembles in many 
respects that which involves the postcricoid area, the 
hypopharynx and the buccal cavity. In these sites 
carcinoma is known to grow slowly and to exhibit 
significant responsiveness to deep x-ray irradiation. 


| 

lesion can be excluded as a factor responsible for 
death. The obstruction seen in a barium- swallow 
examination and on esophagoscopy was complete, 
and a biopsy revealed a squamous-cell carcinoma, 
Grade 3. In my estimation there is little likelihood of 
confusion in the histologic differentiation of these 
two lesions. Before irradiation complete obstruction 
was noted in the barium-swallow examination where- 
as several months after radiation, without bougie- 
nage, some barium passed through the esophagus. If 
this mass had been lymphomatous one would have 
expected rapid resolution after even a much smaller 
dose of irradiation. In the next seven years, up to 
the time of death, the patient did not experience 
dysphagia again so that from a practical standpoint 
she had enjoyed a clinical cure of the alleged eso- 
phageal carcinoma. 

That a clinical cure is unusual is conceded, but it 
is by no means unheard of. Carcinoma of the esoph- 
agus is generally considered to be highly malignant, 
with an average duration of life after detection, ac- 
cording to various writers, not exceeding six to nine 
months, regardless of the mode of treatment em- 

said that, in comparison with adenocar- 
a squamous-cell type is accredited with 
slower growth and with a later appearance of metas- 
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In patients with carcinoma of the 
Coutard’ reported a five-year clinical cure in 12 per 
cent of his cases after deep x-ray irradiation. Ahl- 
bom,” of Stockholm, claims an over-all 7 per cent 
absolute cure with complete healing over a period of 
five to eight years, but when the radiation dose was 
maintained at 5000 to 6000 r, the rate of cures was 
increased to 20 per cent. If this substantial proportion 
of favorable results can be obtained by irradiation in 
.. hypopharyngeal carcinoma it is not inconceivable 
that a similar effect may be obtained when the growth 
involves the upper esophagus, particularly since the 
carcinomas in these two sites are probably of the 
same type. 

Before concluding, I should like to say a few words 
about the interesting relation of the Plummer-Vinson 
syndrome (anemia, glossitis and dysphagia) to car- 
cinoma of the upper esophagus, hypopharynx and 
buccal cavity. This syndrome occurs mainly in mid- 
dle-aged women, who, it has been pointed out by 

show 


has reported that 70 to 90 per cent of women with 
carcinoma of these sites have suffered from the Plum- 
mer—Vinson syndrome, either at the time or previous- 
ly. At the Massachusetts General Hospital, nearly 
twenty-five years ago, in a series of 8 cases of the 
Plummer-Vinson syndrome that I had the oppor- 
tunity of studying,“ 1 patient, a female aged forty- 
five years, had a squamous-cell carcinoma of the 
tongue and anterior fauces. Another, a forty-eight- 
year-old female, at autopsy, after a fatal bougienage, 
showed changes in the esophageal mucosa, the epithe- 
lium of which was composed of rather large cells ap- 
pearing somewhat immature and containing large 
vesicular nuclei and occasional mitotic figures giving 
an appearance similar to that of leukoplakia and sug- 
gestive of a precancerous state. The patient under 
discussion, being a middle-aged woman with car- 
cinoma of the upper end of the esophagus, might be 
regarded as the type of case with a reasonable chance 
of responding to x-ray irradiation given in adequate 
dosage. 

My final diagnoses are lymphoma of the follicle 
type, which had assumed a more malignant charac- 
ter with widespread dissemination, and squamous- 
cell carcinoma of the upper esophagus, healed under 
the influence of deep x-ray irradiation. 


Cumicat DiaGnoses 
Squamous-cell carcinoma of cured. 
Malignant lymphoma, follicle type, with wide- 
Dr. Moses M. Suzman’s DiaGnoses 
Squamous-cell carcinoma of esophagus, cured. 
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ANATOMICAL DIAGNOSES 


Malignant lymphoma, generalized, lymphoblastic 
type, originating as follicle type eighteen years 
before. 

(Squamous-cell carcinoma of eight- 
year cure, after radiation therapy 

Myelophthisic anemia. 

Gastric ulcers, peptic type. 


Parnor Discussion 


Dr. Vickery: It was gratifying to hear Dr. Suz- 
man place a good deal of confidence in the diagnosis 
made on the original biopsy of the esophagus. Be- 
cause of the prolonged course of this patient with 
inoperable carcinoma, we were less confident about 
it and took the liberty of reviewing the slides. The 
original biopsy of the esophagus showed an infiltrat- 
ing squamous-cell carcinoma without question. Dr. 
Sweei, you followed this patient for about eight years 
would you comment? 

Dr. Sweet: I saw her during all this long history 

in the beginning, when she was a patient of 

Dr. Charles G. Mixter, who referred her to me for 
treatment of the carcinoma of the esophagus. At that 
time there was no clinical evidence of lymphoma. 
During the exploration of the neck, which was 
planned so that a tube of skin could be substituted 
for the if the tumor were operable, I saw 
nothing that looked like lymphomatous nodes, but 
the local situation made the lesion inoperable. She is 
one of a few patients whom I have seen who have 
carcinoma in the cervical area of the esophagus. I 
have the impression, at least from my limited experi- 
ence, that the response is more favorable in that part 
of the than elsewhere. I am not sure that 
that is correct, for if the radiologists could deliver an 
equivalent dose to a lesion of the squamous type in 
other portions of the esophagus, they ought to have 
comparable results. Perhaps there are a few such cases 
that Dr. Hanelin can tell us about. I know of several 
such patients who have lived a long time after x-ray 
therapy. The results of treatment of carcinoma of the 
esophagus by surgery, however, are by no means as 
pessimistic as one might infer from Dr, Suzman’s 
comment, In the favorable group, without positive 
lymph nodes, that we have been following recently, 
the five-year survival is 34 per cent if the carcinoma 
lies in the lower end of the esophagus and 14 per 
cent if it lies at the mi ; however, in the 


cervical area, the results are much less favorable. I 
have not yet seen any five-year survivals after surgery 
in this group because there we cannot effect a satis- 


J... 249 
— 
these sites. Moreover, cancer of the upper esophagus 
is far more common in women than in men. Ahlbom“ 


750 


factory cancer operation; we cannot combine a wide 
resection of both sides of the neck with the produc- 
tion of a skin tube to replace the esophagus. I have 
recently decided that x-ray therapy is preferable to 
surgery in that site unless there happens to be a very 
small tumor that we can resect. 

I also did the operation on the intestinal tract; 
that lesion was obviously lymphoma. It had nothing 
to do with the carcinoma. 

Dr. Vicxery: Dr. Hanelin, would you comment 
about the unusual nature, if you consider it such, of 
this eight-year postirradiation cure of carcinoma of 
the upper esophagus? 

Dr. Hanetin: Our experience with treatment of 
carcinoma of the esophagus is dismal. Pal- 
liation, however, may frequently be effected although 
actual cure, as in this case, is a rarity. Carcinomas of 


difficulty. 
Dr. Vickery: Dr. Benedict, you also saw this pa- 
tient. 
Dr. Epwarp B. Benepict: When I first saw her she 


the smallest bougie, about a No. 10, at this dimple; 


the bougie passed and went into the distal esophagus 
much difficulty. I increased the size of 


il 
i 


or so in my office. After about two 
pass a No. 45, which is the largest size 
all. Thereafter, she did not require any more 
and apparently was completely relieved. 

t that the weblike structure was any- 
than radiation fibrosis in the upper 


Da. HaNeLin: | There have been a number of pa- 

tients who have favorably responded to bougienage 
after radiation. 

Dr. Benepict: Yes, but this was the most dra- 
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Dr. Vickery: study of the bowel, 
dou 
vical showed that the entire wall was in- 
filtrated with a lymphoid mass, This presented the 
follicular pattern characteristic of a malignant lym- 
phoma of the giant-follicle type. A lymph node from 
the mesentery indicated a diffuse involvement by the 
same process. A lymph node removed from the neck 
the next year showed a similar picture. Certainly, 
this type of lymphoma is known to pursue, not in- 
frequently, a very slow course sometimes extending 
over many years, and perhaps terminating in a slight- 
ly different histologic form with a greater malignant 
potential, which, indeed, is what apparently occurred 
in this patient. 

At autopsy there was widespread involvement with 
malignant lymphoma. Most of the bone marrow was 
pale and largely replaced with lymphoma — the 

condition that was responsible for the myelophthisic 
anemia and leukopenia. In addition lymphoma de- 
posits were noted in the spleen, liver, kidneys, ovaries, 
thyroid gland and lymph nodes. The lymphoma was 
more characteristic of the lymphoblastic type than 
of the giant-follicle form, signifying a transition to a 
more malignant process. 

I was interested in Dr. Suzman’s remark about the 
ulcerations in the stomach. There were two large 
peptic ulcers in the stomach. We could not determine 
that these were on the basis of any lymphomatous in- 
filtration. I was curious about the relation between 
the development of these and the antitumor chemo- 
therapy that was given. I am not qualified to speak on 
that point. 

The 
found to be normal except for microscopical evidence 


Dr. JAcoBson: I might add that for about two 

months before death the patient had dyspeptic symp- 
or ulcers induced by cortisone and later by Butazoli- 
din. We know that Butazolidin will do even more 
effectively what cortisone does, and we were fully 
prepared to have Dr. Hanelin show us these two pep- 
tic ulcerations, 

Dr. Vickery: We certainly have seen peptic ul- 
cers in the stomachs of patients who have been on 
extensive cortisone therapy. 

Dr. HaNne.in: Was there any evidence of amyloid 
disease in the stomach? 

Dr. Vickery: No. 

Dr. HANeLIn: Was there any evidence of lym- 
phoma in the stomach at the time of autopsy? 

Dr. Vickery: No; that is what I was referring to 
regarding the ulcers. 

Dr. Hanetin: Lymphoma was suspected in the 
upper half of the stomach and not in the area of the 
ulcerations, which looked benign. I examined the 


| 
the proximal esophagus have a higher rate of irradia- 
tion cure than elsewhere because the patients with 
these lesions probably become symptomatic earlier in 
the course of the disease, and we are more frequent- 
ly given the opportunity of treating the lesions earlier 
because the surgical resection is fraught with much 
had a gastrostomy and could not swallow water or 
her own saliva. With a hypopharyngoscope I saw on- 
ly a dimple where the mouth of the esophagus should 
have been; I could not see any lumen at all. I aimed 
iOTOSIS In the periesopnageal tissue, ne: was no 
evidence of residual carcinoma. 

— 
matic response. 

Dr. Jacosson: In line with Dr. Suzman’s idea 
of presupposing the Plummer- Vinson syndrome, this 
patient looked like a woman who might have had 
that previously: she was large, and had large jaw- 
bones, blond hair and blue eyes — the constitutional 
features that are common in pernicious anemia and 
in primary hypochromic anemia. 
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stomach many times in the past seven years; the folds 


tient may have received enough treatment to take 
care of the tumor if it was present there. 

Dr. Jacosson: About a week before death she 
complained of numbness on both sides of the face, 
jaw and tongue. The neurologist and I both believed 
that this was either a peripheral trigeminal neuritis 
or possibly bilateral nuclear involvement by tumor, 
which is rare and difficult to imagine. We also 
thought it was possible that trigeminal symptoms re- 
sulted from the Butazolidin in a way similar to that 
— from the antimyeloma drug, stil- 


— The gross examination of the brain 
and nerves was negative. 
Dr. Suzman: May I make one more comment? 


by Ahlbom.? 


Stockholm, 1930-160. 


tered the hospital because of increasingly severe dysp- 
nea and a chronic cough. 


111115 
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On admission he insisted that he had been well before 
the coughing spells. He had emigrated from Finland 
at the age of thirty and had always been employed in 
steel construction work, principally as a riveter; he 
had retired two years previously. Until ten years 
before, he had smoked two packages of cigarettes 
daily. 

Physical examination showed a thin, well devel- 
oped, alert man who appeared chronically ill. He 


the Left Upper Lobe. 
was tachypneic and had a hacking productive cough. 
There was a marked kyphosis. The chest 
erally hyperresonant except for dullness over 


12 
1 


ion of the blood 

gm. per 100 cc. and a 

white-cell count of 12,000, with 57 per cent neutro- 
phils. A stool guaiac examination was negative. The 
nonprotein nitrogen was 26 mg. per 100 cc.; the pro- 
thrombin time was normal. The blood Hinton test 
was negative. A sputum culture grew out mostly 
Escherichia coli. An x-ray examination of the chest 

fl 


displacement of the right lung to the left anteriorly 
(Fig. 1). Spot films of the lung lesion demonstrated 


251 
certainly raises the question of lymphoma. The pa- 
The Plummer-Vinson syndrome is considered to be 7 % i ' 
a nutritional-deficiency disease and can be controlled : 
by adequate dietary treatment. Since a high propor- 
tion of carcinomas in this region supervene on the ; 
Plummer-Vinson syndrome this may indicate a re- —_ 
lation between nutritional deficiency and the final 4 = 
development of cancer. 
1. Coutard, H. Foouns 1. Posteroanterior Roentgenogram of the Chest 
3. Idem. Simple anaemia, Plummer -Vinson syndrome, 
servations at Brite I. J. 2:331-935, 
4. Suzman, M. M. Syndrome of anemia, glossitis and dysphagia: re- 
Ay dy Med. Ti: 1.21. 1933. upper por ronchia rca 8 
this area. The heart was en 
CASE 41322 rhythm was irregular, with 8 to 1 
p C per minute. The pulmonic second 
e than the aortic. There was a soft 
A man en. tolic murmur. The abdomen was 
palpable 1 or 2 cm. below the ri 
but was otherwise normal, The p 
About a month previously the patient consulted his to about one and a half times the 
family physician because of the onset of a cough, fingernails showed no true clubbing 
which had been gradually growing worse over a The temperature was 100°F., the pulse 104, and 
week’s period. The cough was not preceded by cold the respirations 36. The blood pressure was 146 
symptoms, chills or fever. The physician prescribed systolic, 70 diastolic. 
expectorants, which did not give much relief. The 
cough progressed and became productive of small 
amounts of whitish, nonfoul sputum. There had been 
no hemoptysis. The coughing spells were worse at 
iated with a grabbing pain in 
f the chest. He had awakened 
profuse sweating. Dyspnea on 
also one of the entering com- 
| about 10 pounds in weight 
= a large consolidated area in the left upper lobe, with 
de of pneumonia ten years pre- considerable emphysema of the aerated lung and a 
was hospitalized, there was no 
or cardiac symptoms. 


no definite obstructing lesion in the left upper bron- 
chus. An electrocardiogram disclosed a sinus tachy- 
cardia. Bronc showed a downward displace- 
ment of the left-upper-lobe orifice and a distorted but 
freely movable carina. The findings were those of a 
severe hemorrhagic bronchitis. Smears of material 
from the bronchial tree were negative for acid-fast 
bacilli. A second sputum culture obtained on the 
third hospital day produced an abundant growth of 
Friedlander’s bacillus. 

In the hospital the patient ran a temperature spik- 
ing to about 100°F, each day, and the white-cell 
count rose to 21,000, with 93 per cent neutrophils, on 


„* 


ir 


Later, Showing om Left- 
Upper-Lobe Process Although ome Linear Areas of Den- 
sity Are Persistent. 


followed in the Medical Clinic over the next two 
months; he soon improved enough to cli 


tuted for tetracycline; three months 
expectorating a tablespoonful of sputum 
was feeling well. For his convenience he was referred 
from the Medical Clinic to his family 
had continued to do well, with a 
weight on Gantrisin therapy and 
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Three days before admission cough, dyspnea and 
fever were ushered in by a shaking chill and an 


episode of vomiting. Since then he had become 
gressively more sick. He denied hemoptysis and 
in the chest. 

On physical examination the patient 
acutely ill, cyanotic, dyspneic and dehydrated. 
left side of the chest was dull to percussion over the 
upper half posteriorly and the upper third anteriorly. 
Bronchial breath sounds, increased fremitus and fine 
inspiratory rales were heard over the same area. The 
right side of the chest was about normally resonant, 
with some coarse inspiratory rhonchi and expiratory 


pro- 
pain 
The 


heard. No friction rub was audible. The abdominal 
examination was noncontributory. 

The temperature was 102.4°F., the pulse 132, and 
the respirations 40. The blood pressure was 130 sys- 
tolic, 60 diastolic. 

Urinalysis was negative. Examination of the blood 
showed a white-cell count of 1800, with 80 per cent 
neutrophils, and a hemoglobin of 12.8 gm. per 100 cc. 
A second white-cell count was 2100. The nonprotein 


Fioure 3. Roentge 


Second Admission, Showing Extensive I nt of 


Lungs, with @ Mottled Pattern Suggesting Multiple Small 
Areas of Cavitation. 


ties were also noted in the right lung, with a sparing 

the and apex (Fig. 3). No fluid or collapse 
was evident. culture was reported on the 
growth of 
Haemophilus influenzae and 


A 
second hospital day as giving an abundant 
Friedlander’s bacillus, 
moderate growth of al streptococci. 
When first admitted to the hospital the patient was 
on oxygen and started on a course of tetra- 


nogram of the Chest Taken during the 
ive Involveme 


* 
— 


— 


— 
mature beats. A Grade 2 apical systolic murmur was 
N. 
the seventh hospital day. A course of Gantrisin later ¥ ai a 
followed by tetracycline therapy was instituted, and 29 
postural drainage was started. By the twelfth hospital 9 
day the cough symptoms had definitely improved, but b 2 
a chest film showed only slight improvement. He was 7 
finally discharged on the eighteenth hospital day to 1 * 
be maintained on a course of tetracycline (250 mg. — 
three times daily), ammonium chloride (1 gm. three 
times daily) and postural drainage. 
Final admission (thirteen months later). He was 
was 17 milliequiv., the chloride 79 milliequiv., the | 
flights of stairs with ease and gained 9 pounds in sodium 108 milliequiv., and the potassium 3.0 milli- 
weight. Repeated x-ray films showed a gradual de- equiv. per liter, and the pH 7.30. X-ray films of the 
crease in the consolidation, with the appearance chest demonstrated a diffuse involvement of the left 
of numerous cystic bullae above the left second rib, lung, with a mottled consolidation. Mottled densi- 
and a residual pneumonitis in the lingula (Fig. 2). 
Five months after discharge Gantrisin was substi- 
| 
| 
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also some increased cellularity in the glomeruli. Par- 
rish and his co-workers* have reported 3 such cases 
recently. I think this should be considered a pos- 
sibility, Another possibility is a renal lesion as the 
result of the sulfonamides. The absence of any cellu- 


Dr. Austin L. Vickery: I think a great 
has been “rickety” for a long time. He was seen in 


Pneumonia, due to Friedlander’s bacillus. 
Dr. Victor G. DiaGnoses 


Friedlander’s pneumonia. 
Nephritis, secondary to lung infection. 
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course and death were consistent with an infection 
due to Friedlander’s bacillus. 
The slightly elevated non 
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ANATOMICAL DIAGNOSES 


Pneumonia, due to Friedlander’s bacillus, acute and 
chronic, with pulmonary fibrosis. 
Bronchiectasis. 


Cor pulmonale. 


Discussion 


Dr. Vickery: Dr. Balboni has given an excellent 
résumé of the sequence of events in Friedländer's 


Two things that influence the pathologist 
at the time he sees lungs at the autopsy table in mak- 


PPP 
However, nephritis has recently been reported with 
pneumonia and confirmed by needle biopsy of be 
kidneys. This nephritis is characterized primarily by 
tubular inflammation and degeneration, but there is — 
bility. I shall choose to explain the renal lesion on prolonged chronicity, with x-ray evidence of an un- 
* of a mild nephritis secondary to the lung resolved pneumonitis, and a slimy, sticky appearance 
' ; , olf the lungs on section — an appearance peculiar to 
mentioned’ the bronchoscopic findings as" evidence produced by thi organism. Both lung 
against carcinoma. That is true only to a limited extensive invorvement by tne 
extent, for, as I stated in my bronchoscopic report in Contained — rr 
this case, “carcinoma beyond the reach of the bron- lung, the process was more chronic, with fibrosis, 
choscope cannot be excluded. fibrous pleuritis, bronchiectasis, emphysema and mul- 
tiple small abscesses. Throughout the involved area 
there were fibrous strands between which were thick- 
1 ened abscess compartments filled with polymorpho- 
di ‘s of probable ia had leukocytes — of chronic 
been made. Dr. Edward D. Churchill, who was pre- te proce — 
sented the problem of unresolving chronic left-upper- cent. There nite extensive acute pneumonitis char- 
gin, stated that he probably would have recommended ah .-esses — a true acute lobar type of pneumonia 
resection of the left upper lobe to prevent the de- Tue chroni of Friedlander’ 2 
velopment of an abscess if the patient had been De inf 
younger. However, in consideration of the patient's af the re — 
years, it was decided to send him home under con- — — 
servative medical management. patients who recover from their first bout of the in- 
fection. It is not uncommon, however, for such a 
case to go on for several months or over a year be- 
Cumicat Dracnosis fore there is an acute exacerbation, often with spread 
to the opposite lung, terminating in death. This se- 
ee quence could explain the final episode in this man’s 
illness. It might be mentioned that the patient had»... 
cor pulmonale, the wall of the right ventricle meas- 
A uring 8 mm., which is consistent with the pulmonary 
fibrosis, We did not find any signficant intrinsic renal 
disease. The elevated blood nonprotein nitrogen was 
basis of dehydration 
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The New England Exil this summer a petition was ted to 
Journal of Medicine urging fundamental change 


in the Federal Security Program. Signed by 
Official Organ of than 1500 physicians, all of them more or less dis- 
Tue Massacnusetts Mepicat Society tinguished in their profession and certainly of un- 
Ownep BY THE SOCIETY AND principles of its government, it had as the immedi- 
PustisHeD WEEKLY UNDER THE JURISDICTION OF THE ate reason for its presentation the now celebrated 
— Couurrrxx ON PusLicaTions case of Dr. John P. Peters, John Slade Ely Professor 
M. Smith, M.D., Chairman of Medicine at Yale University. 
James F. O'Hare, M.D. Richard E. Alt, M.D Dr. Peters, a liberal thinker entitled to all the 
„ James M. Faulkner, M.D. rights, privileges and protection of loyal citizenship, 
having twice been investigated and cleared by the 
Federal Program, was later dismissed as 
Thomas H. Lanman, M.D. Donald Munro, M.D. special consultant to the Surgeon General —a post 
H. Ingalls, M.D. that was listed as entirely nonsensitive — because of 
Robert O'Leary, Assistant Eprron a “reasonable doubt” regarding his loyalty. Some of 
PF the evidence on which he was dismissed was not 
Eorroatat 8 made known to him, nor was he ever ised of 
Dwight O'Hare, M.D. J. Deep, the identity of his accusers or permitted to face 
Chester M. Jones, Alen, of clandestine witnesses was made known even to 
— — aD e the Loyalty Review Board that brought in the judg- 
Vernon P. Williams, M.D Aisner, M.D. ment. The trial was by innuendo, so far as anyone 
knows, and the verdict secretly arrived at; on June 
Manuscaipts, including references or „ 6 the Supreme Court ruled that the dismissal had 
erences C orm 
Quarterly Cumulative Index Medicus (listing name and Nevertheless a fuse has been lighted that may, if 
not extinguished, do great damage to that very 
cally in the order in Nich the — 
had 


15 
F 
1 
4 
8 
5 
2 


uced 

etchings. Photographs be distinct, and drawings done 
d nal of Medi. ment of a system of investigation and judgment that 


tation. Propri names of pharmaceut 

be accompanied by the chemical, or generic or official names, the right of the accused person to hear the accusa- 
e and the recom- 

mended 


ALTHOUGH it is believed that all i 
cepted conforms to ethical medical 
does not imply endorsement by the Journal. far abrogated in its name. 
Susscurrioy Teams: $8.00 per year in advance, postage paid, for From a practical point of view, it is stated, an im- 
Canada da, $5.00 per S year. Tiong, pressive number of research grants are now bei 
Year $1700, J years $25.00; foreign, years $30.00, F $29.50. 
sity Microfilms, 313 N. First Street, “Ann Arbor, Michigan. because of “suspicions” entertained against various 
ientists. A know of these i x 
be to the New scien wledge experiences, accord 
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in not 
hold itself — for statements made by any con- that it is designed to protect. It is a system well cal- 
tributor. culated to stifle the winnowing breeze of freedom 
Mareriat, other than original articles, should be re- without which science and the arts of peace cannot 
ceived not later than noon on Thursday, three weeks before prosper. Despite the verdict of the Supreme Court 
date of publication. in favor of Dr. Peters, strict legality is not at stake 
Copy for advertisements is nccapted by the advertising in this issue, for the right of dismissal, on whatever 
committee of the Journal on the basis of the apparent quality : : j ; . 
and usefulness of the product and the manner of its n- grounds, caged with the employing ae What * 
servative and in good taste. some | goes 
1111 1117. a IC al 


his own words of November 23, 1953: 


In this country, if someone 

he must come up infront,» He cannot 
your character from behind without suffering the 
penalties an outraged citisenry will will inflict. 

As phrased by the New York Times on March 7, 
1955, “the soundest of the foundations of our na- 
tional tradition of freedom and justice are at stake. 
And if these are not sound, we have no security and 


tial degree of civil liberty 


STUDENTS SHUN SCIENCE COURSES 


Mepicat educators in this country have recently 
become concerned over the decline in the number of 
suitable applicants for admission to medical schools; 


dropped to half, and those taking physics to a fifth in 
the past fifty years. Moreover, many of the courses 
in mathematics and in the sciences are being taught 
in these schools by persons who are not qualified. 
Among the past year’s college graduates, there were 
57 per cent fewer men and women qualified to teach 
these subjects than there were even five years ago, 
and from among the graduates it is expected to fill 
only about a third of the 6000 vacancies that are 
available for science teachers in high schools, The 
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shortage of engineers and other scientific personnel is 
reflected in the many pages of advertisements that are 
now appearing in leading newspapers offering lucra- 
tive positions to all types of trained scientists and en- 
gineers; it was also the subject of a message by the in- 
coming president of Sigma Xi in the American Sci- 
entist, July, 1955, expressing grave concern and seek- 
ing remedies for the situation. 


biologic sciences. Only thus can such a 

trend be reversed. This danger and possible remedies 
through Congressional action were emphasized by 
Congressman W. i Cole at a meeting of the 


*Cole, W. S. Science and statecraft. Science 121:885-887, 1955. 


in every 600 births. Applications for research grants, 
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and continues to discourage qualified physicians 
from engaging in research problems related to the 
— —̃— 

Without doubt the same trend is largely responsible 
for the declining numbers of persons qualified to 
enter the medical schools. The tendency in high 

can have none” Acknowledging 
straints upon liberty, if liberty is to survive, the pe- cation and “how-to-live” subjects, while sidetracking 
tition ends on a note struck by Edmund Burke when the “hard” subjects, such as mathematics, physics and 
he said that “it ought to be the constant aim of chemistry. This trend is carried over into the colleges, 
every wise public council to find out by cautious ex- and may be largely responsible for the increasing em- 
periments, and cool rational endeavors, with how phasis that universities and medical schools are plac- 
little, not how much of this restraint the community ing on the “behavioral” and “social” sciences. This 
can subsist; for liberty is a good to be improved, and tendency has dangerous potentials for the future of 
not an evil to be lessened.” scientific medicine. Moreover, it threatens to weaken 
So long as the country enjoys its present substan- the country’s position of leadership in science 
perity 1 reign of may be, it gives potential enemies an unearned 
can have, if it permits itself to become sufficiently advantage since they are accelerating the rate at 
fearful, is a reign of suspicion and petty persecutions which they are producing new engineers and scien- 
by petty bureaucrats. tists. It is time this danger was realized and the brakes 
— — applied to such a development while remedial meas- 
C ra. are sought that will stimulate interest in the study 
and teaching of mathematics and the physical and 
to fill their classes with properly qualified students. . 
This phenomenon appears to be symptomatic of the 
declining interest of American students in mathe- ee 
matics and in all types of physical and biologic sci- 
come accelerated in the near future because of the ITH the assurance that their addition to the grow- 
increasing deficit of teachers qualified to teach these ing list of medical foundations will not enter the pres- 
subjects in the secondary schools. ent furious competition for popular financial support, 
Recently released figures on the number of teachers the administrative officers of the brand-new Chil- 
of mathematics and the sciences now available and dren's Exocrine Research Foundation announce the 
in prospect (New York Times, June 19, 1955) have creation, under impeccable auspices, of this newest 
given leading educators and scientists cause for con- scientific establishment. The Foundation has been 
siderable alarm. Half the country’s high schools now organized for the encouragement and support of in- 
do not offer courses in chemistry, and even more do vestigation into mucoviscidosis — better, although 
not give courses in physics. The percentage of high- still not widely known, as cystic fibrosis of the pan- 
school students taking courses in mathematics has creas. 

This congenital disease, until recently considered 
as practically universally fatal, affects the glands of 
external secretion, causing an abnormal and obstruc- 
tive flow of viscid mucus. Among its most serious 
manifestations are obstruction of the pulmonary 
bronchioles and of the excretory ducts of the pancreas. 
Identified as a distinct disease as recently as 1938 and 
still generally believed to be a rare condition, muco- 
viscidosis is now said to have an incidence of 1 case 
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it is announced, may be made by communicating with 
the Foundation at 2300 Westmoreland 
Street, Philadelphia. 

A virtually pledged not to make public 
solicitation for funds, the Foundation is intended 
nevertheless to carry on the most important function 
of foundations—to obtain financial resources—in this 
case from other foundations and interested givers, and 
to allocate them to research workers interested in the 
diseases of the exocrine system. 

The laying down of still another foundation in 
addition to the impressive number of such establish- 
ments that already exist adds a little more complexity 
to the current problem of treating disease and carry- 
ing on research. With the best wishes in the world 
for the success of this new venture into divisive sci- 


jects is the most effective way of promoting science 
and human welfare as a whole. 
The great foundations that employ their vast re- 


Progress today would be at a loss without them and 
would be t on public grants and the excess 
profits of industry to an even greater degree than is 
now the case. 
Admittedly, special grants for specific purposes have 
been and will continue to be an orthodox method of 
research, A word of caution may neverthe- 


on July 19 to consider its possible 


epidemic already in progress. 
Local health officers have therefore been advised 


i Depart- 
ment. On July 28 it was announced that the Founda- 
tion now has gamma globulin for individual use or 
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Milk an Article of Food, not a mere Beverage. 
— This has been determined legally the other 
day by the Court of Cassation in Paris, and its 
decision is in accordance with sound physiological 
principles. 


Boston M. & S. J., August 16, 1855 


COMMITTEE ON MATERNAL WELFARE 
EMBOLISM 


A twenty eight-year-old gravida I, para O, with an 


tempera- 
ture was 100.8 F., and the pulse 132. She was dis- 
charged, but spontaneous labor after 
twelve hours she re-entered the hospital with the cer- 
vix fully dilated and the vertex on the 
der spinal anesthesia a living infant was delivered by 
low f and a right mediolateral episiotomy. On 
the following day the patient's temperature was 


pus, Escherichia coli, Staphylococcus albus and mo- 
nilia. A film of the chest was normal; the white-cell 
count was 16,350. 
Treatment consisted of ine, 250 mg. 
every six hours, forced fluids, absolute bed rest and 
irin. After twenty-four hours urinary symptoms 


on the following day. On the twelfth day the episi- 
otomy, which had broken down, was resutured under 
Pentothal Sodium anesthesia, On the thirteenth day, 
in the bathroom, she was suddenly seized with weak- 
ness and dizziness. When seen a few minutes later 
she was cyanotic and complained of abdominal pain 
and lack of air. The blood pressure was unobtainable ; 
the pulse (apical) was about 120, and the skin was 
cool and dry. In the next few minutes she became un- 
conscious, without respirations or pulse despite the 
usual stimulants and artificial respiration, and died. 
There was no autopsy. 

The case was classified as nonpreventable, the cause 
of death being presumably pulmonary embolism. This 
was undoubtedly aggravated, if not caused, by pelvic 
sepsis. The source of this infection may have been 
related to the delay in returning for a second admis- 
sion. An un-named house officer had serious sus- 


>, 
2 MASSACHUSETTS 
ence one may sull wonder ihe increasing tendency 
and more 3 with less and less sub- VENntIul Prenatal COursx was [eG ‘erm anc 
—— — in false labor with membranes intact. The blood 
represent an indispensable source of help and en- 
couragement to science and humanity in general. 
103 %., with suprapubic and right -costovertebral- an- 
gle tenderness. Catheterized urine showed clumps of 
Pss DE in order Deore Ut PIC! men labor 
become so restricted as to shut off the broad view 
completely and to react unfavorably on each other in 
the vital matter of pecuniary support. 
DSIGCd, ine temperature lowed daily Pievation 
gradually diminishing for a week. The abdomen was 
GAMMA “tie slightly distended with lower-quadrant tenderness on 
both sides and foul lochia but no costovertebral-angle 
In view of the fact that the National Foundation tenderness. The patient was allowed out of bed after 
for Infantile Paralysis has available an amount of seven days, and chlortetracycline was discontinued 
gamma globulin first intended for community or 
group prophylaxis, the Massachusetts Polio Advisory 
use. The resu 
were based on the meager evidence that mass inocu- 
lation, when carried out in the early stages of a com- 
munity outbreak, may prevent paralytic poliomyelitis 
in a small number of cases, and the lack of evidence 
that gamma globulin has any effect in stopping an 
that they may consult with the Department of Public 
Health in determining whether local conditions in- 
“" dicate the use of the globulin, which, if the decision 
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after the apparent recovery from pyelitis, but unfor- 
tunately his apprehensions were not shared by those 
in authority; whether the patient might have had a 
fatal embolism anyway is, of course, conjectural. Cer- 
tainly, the infection should have been more vigor- 
ously combated. 
Joun Ficcis Jewett, M.D. 
Chairman 


MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


LABORATORIES APPROVED FOR 
STANDARD SEROLOGIC TESTS 
FOR SYPHILIS 


This year 44 laboratories have been approved for 

of one or more of the standard diag- 

nostic tests for syphilis. Five laboratories not on last 

year’s list have been added, and 3 laboratories on last 
year’s list omitted. 

Legally, only these 44 laboratories and the Depart- 
ment of Public Health Wassermann Laboratory may 
perform the ital and prenatal blood tests pre- 
scribed by law in this state. The Wassermann Lab- 
oratory, 281 South Street, Jamaica Plain, is the only 
laboratory in Massachusetts whose reports are rec- 

ized in other states for premarital purposes. 

This is the first year that approval for the Venereal 
Disease Research Laboratory test has been requested. 
One laboratory is approved for this test. Most of the 
approved laboratories hold approval for the standard 
blood Hinton test. The Kahn, Kline, Mazzini and 
Wassermann tests are also approved for 1 laboratory 
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No cases of diphtheria swage reported duri 
June. The total for the first six months of this year is 14, 
the lowest or this period in the history of the State. 
measles registered the lowest figure 


th salmonellosis was at the highest level for 
or this month since 1948. 


Geocrapnic DistripuTION oF CerTAIN Diseases 


; Westfield, 1; 


tal, 1; Dartmouth, 
all River, 5; Fort 


Hi 


Bridgewater, 


1 JJ Aug. 11, 1955 
picions regarding pelvic sepsis and noted foul lochia ow Bodies: 
_,, 
St. Luke’s Hospital 
New Hospital 
North Adams: 
North Adams Hospital 
Clinical Laboratory 
Pittsfield: i 
— General Hospital 
Hospital 
‘Quincy City Hospital 
Salem Hospital 
New England Sanitarium and Hospital 
Taunton: 
Tewksbury: 
Waltham Hospital 
Worcester: 
St. Vincent Hospital 
Hahnemann Hospital 
Health Department Laboratory 
COMMUNICABLE DISEASES IN 
MASSACHUSETTS FOR JUNE, 1955 
RESUME 
June Seven-Year 
1264 1410 
1 12 
2044 1597 
15 5 
6 6 
1203 665 
ERS 171 178 178 
9 pes 0 0 0 
74 93 9 
1 0 1 
* 0 1 1 
3 6 6 
851 2177 1403 
The laboratories approved for the tests required Syphilis PP wn 224 176 
by law are as follows: Tuberculosis, pulmonary 13 179 186 
Tuberculosis, other orm 11 10 12 
„ Whooping COMB —.— 116 141 141 
Boston Dispensary *Six-year ian. 
Commonvealth Clinical Laboratory CoMMENT 
Leary Laboratory 3 Diseases below the seven-year median were diphtheria, N 
Massachusetts Memorial Hospital, Serology Laboratory 
Brockton Health Departme 
Fall Rivers 
Union Hospital 
Fitchburg: ; or June since 1948. 
5 —— Hospital Diseases above the seven-year median were chicken pox, 
Franklin County Public Hospital 
— ( 
ment The following di reported f th 
: , e following diseases were rom the commu- 
— nities named: 
Lawrence: a Dysentery, bacillary: Danvers, 1; Hamilton, 3; Waltham, 
Lawrence General Hospital 1; total, 5. 
Lowell General Hospital Encephalitis, infectious: New Bedford, | i 
St. John’s Hospital total, 2. 
a, ~ Hospital Hepatitis, inf 
Montague: 
Farren Memorial Hospital 1 
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dit ah 
1712735 


3; 
1; 
4; 
1; Wre 
ew 
: Boston, 1; 
jet * 1 1; 
I; W 
: Boston, 3; 


Lynn, 1 
Boston 
reenfield 
ewton, 6 


at the Hebrew Universi 
practices 


to serve as acting di 


: Boston, 
an invitation 
t of Psychia 


Tularemia: Halifax, 1. 


accept 


to 


— Norwood, 1. 
ndulant fever: Holyoke, 1; Wilmington, I; total, 2. 
To the Editor: Certain medical 


Departmen 


1, 1955 


8 


MASSACHUSETTS EYE AND EAR 


111 


3 
HE 


NOTICES 
Devens, 1 ok of I 
dale, 1: fal 1 acciden 
ford, 3; N he wound 
Provincetc and filled th 
Waltham, m he wound 
— d e of a scar. I 
F ng fir balsam, 
Weymouth 
Meni 
Menin ord hi 
ton, 1; tot 
Mening A PR 
— * 
d “Iridectomy 
total, 8. 9 1 of 
Rocky Mountain spotted fever: 2 
mark, 2; total, 3. ; tement that 
Salmonellosis: Andover, 1; Arlir has survived 
Bernardston, 1; Beverly, 1; Billeri acute 
2; 1; erred operati 
; Lynn, 1; Malden, 1; Natick, 2; th ing of 
Revere, 1; Salem, I; Springfield, 2; — 
he item to which Dr. Verhoeff takes exception 
tended as a scientific contribution but as a his- 
rence to a contribution made just a century ago. 
cal 1 
— NONCLINICAL NOTES 
of ALVARENGA PRIZE 
the ty- The College of Physicians of Philadelphia awarded the 
a Alvarenga Prize for 1955 to Dr. Charles H. Rammelkamp 
al: ty for outstanding work in the field of streptoccal infections, 
he particularly in relation to rheumatic fever and nephritis. 
U The Alvarenga Prize was established by the will of Pedro 
of Francisco DaCosta Alvarenga, of Lisbon, Portugal, an as- 
H te sociate ſellow of the College of Physicians of Philadelphia, 
f Db. 5 be awarded annually on the anniversary of the death of 
— the testator, July 14, 1883. 
2. tal HONORARY DEGREE FOR DR. VERHOEFF 
Dr. F. H. Verhoeff, emeritus professor of ophthalmic re- 
search at Harvard and consulting chief of ophthalmology 
: e honorary degree tor of Science niversity 
mar Chterest your reader. When I had my bout with of Louisville, June 5, 1955. He received the degree of LL.D. 
measles I was put to bed in the warmest room in the house {rom Johns Hopkins University in 1953. 
were the bli wn, curtains . Not 
over a glass of water was allowed in one day. I was taken NOTICES 
care of by an old crone, whose specialty was measics and ANNOUNCEMENTS 
who was always called in instead of a doctor. I suffered in Dr. Warren Bennett announces the opening of his offices 
this artificial hell for over two weeks and made a good re. for the practice of internal medicine at 606 Main Street, 
ding those with typhoid Maiden and at 1152 Beacon Street, Brookline, Massachu- 
pest medical 
I remember hearing old ladies ir 
of moldy bread for that “run-down” co 
The following is an interesting ex: 
medicine as practiced without any scien 
its physiologic basis. Heat prostrations 
July were not uncommon. I remembe 
overheated farmer who drank icewater 
few minutes. r ne 
common practice in the hay field to c 
origin of the word and the spelling is 
vinegar grou i It 
cause it was kept under a taney in 
were frequently replenished froin the 
- drank copiously of this liquid and pers ‘ 
believed to be a safeguard against heat p Derr 
culty. Sometimes, if it was possible to f Reprints of articles on this subject be 
nearby, the farmer held his hands and ceived by Dr. Szirmai, at VII., Madäch-u. 12, 
five or ten minutes to cool his blood. : at V., Arany J.—.-u.11, Budapest, Hungary. 
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PSYCHOSOMA : : 
thirteenth annual meeting of the American Psy- . 
tic Society will be held at ton 
25, 1956. Titles and abstracts of 
papers for consideration for the program should be received 


la Beth Israel H 


in sextuplica the Chairman, *12:15-1:15 p.m. Tumor Clinic. Dr. F. W. Botsford. Amphitheater, 
Avenue, New York 22, New York. Peter Bent Brigham Hospital. 


HEART-DISEASE SEMINAR 


3 
| 


“1:30 pam. Fertility and Endocrine Clinic. Free Hospital for Women, 


SOCIETY MEETINGS AND CONFERENCES 
Aveoust and Serramszr. Beth Israel Hospital Course. Page 509, issue 
oust 23 Clinics for Crippled Chil- 
2. of 727 
„ issue 
Avoust 30 and 31 and Sar mmm 1. New England Health Institute. : fer Boston 


Seminar. Notice sbove 
1. Essex North District Medical Society. Page 208, issue 
New Jersey Neuro-Psychiatric Institute. Page 208, is- 
1. American Medical Writers’ Association. 
American Academy of Pediatrics. Page 118, 
Arthritis and Rheumatism Foundation. Page 208, issue of 
Academy of Psychosomatic Medicine. Page 509, issue of 


4 Institute of Dental Medicine. Page 414, 


of March 10. 
Novemaza 30, 1955 and , Marcu 21 
Deka Epsilon Fraternity Graduate Chip Program: 
in 27-29. ess of Neurological Surgeons. Page 208, issue 


pen 11 and 12. Inter-Society Cytology Council. Page 1056, is- 
of June 16. 
Dame 14 and 25. Course in Laboratory Diagnosis of Tuberculosis. 
1102, issue of June 23. 
: 19-21. American Association of Blood Banks. 8th Annual 


Mancu % and 25, 1956. American Psychosomatic Society. Notice 


CALENDAR ron THE Week Becinninc Tuurspay, 
Avoust 1 


were om. Case Presentations. Joslin Clinic. Joslin Auditorium, 
*9:00-10:00 a.m. Surgical Rounds. Sherman Auditorium, Beth Israel 
*9:00-10:00 a.m. Arthritis Grand Rounds. Robert Breck Brigham 


10: 1: Rounds. Sherman 
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, Pe- 
no 
presenta 
should 
Madison 
Joslin Clinic. Joslin Auditorium, 
ical Grand Rounds. Drs. George 
Vermont Heart Association, in co-operation wi e Uni- Hospital. ‘ee ‘ 
versity of Vermont College of Medicine, September 14 — 
through 17, in Burlington, Vermont. The seminar on func- 10: 
tional and degenerative heart disease will be given by Dr. 
W. Raab on 1 = — electro- 
hic d is of atri — hy 
and strain will be given by Drs. E. and B. By appointment. 
Surawicz, on September 16 and 17. Drs. . P. Grant and Hospital, 41 Morton Street, Jamaica Piain. 
E. Cabrera will be the guest speakers. Further information ar, 4 use 20 
may be or 8:00-6:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
of Experimen icine, University ermont ege Deaconess i ‘ 
of Medicine, Burlington, Vermont by 
— — Deaconess Hospital. 
in Auditorium, 
of i Problems. 
Anesthesia Staff. 
City Hos- 
England 
Manca 19°28 Army Medical” Service Postgrad: p.m. “Clinicopathological Conference. Main Amphithe- 
Couns 1:00 be ‘Clinic, Peres ‘Bent Brigham Hospital. 
*4:00 p.m. Clinicopathological Conference. Pathology Conference 
of August 4 1 
4:00-5: ge. — Conference. Surgical Conference 
sue of wa Brigham Hospital. 
*5:00-6: „ Anesthesia Group of the Lahey Clinic. Joslin Au- 
„ > *9:00 a.m. Clinic. Peter Bent Brigham Hospital. 
March 24. 10:30-11:15 a.m. Lecture on Diabetes for Doctors and Patients 
_Ocrosza 19-21. Mey Yow, Academy of Medicine. Graduate Fort- a Member of the * Clinic. Joslin Auditorium, New England 
ae py 14, 1955 and. Fesavary 15, Maacn 28 and #12:15-1:15 p.m. X-Ray Conference. Dr. Merrill Sosman. Main 
Aran. 18, 1956. Greater Boston Medical Society. Page 208, isue of Medical te) 
Gcrossn 22-26. American Heart Association. Scientific Session. Page New England Deaconess Hospital. —_ 
*5:00-6:00 Service Meeting followed by Clinical Conference 
23" (Medical, ‘Surgical, Obstetrical). Falkner 
“Or Wepnespay, Avoust 24 
8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England Deaconess Hospital. . 
of AC *9:00-10:00 a.m. Surgical Grand Rounds. Massachusetts Memorial 
Novemaer 1-3. Hospital 8 i on Eazymes. 10: fi: Lecture Diabetes ſor Doctors Patients 
Novemsan 6-1 Second International Congress of Allergology. Page 
Meron 
“$A, Masachusetts General Hospital. 
12:00 m.-1:00 p.m. Pediatric 11 Conference. Jimmy 
Fund Building, Children’s NMI. Center, 35 Binney Street. 
12:00 Roentgen Diagnostic Conference. 5th-fleor teach- 
“12:18. pan’ Bes. Réweed A. Edwerds ond Chien 
31:00 pm. Clinic. Peter Bent Brigham Hospital. 
General Hospital Hand Clinic. "The Clini 
of the Massachusetts General Hospital. 
2.815 Rectal Clinic. Peter Bent Brigham Hospital. 
si p.m. Overholt Thoracic Conference. Auditorium, 
Hospital land Deaconess Hospital. “4 
*Open to the medical profession. 


